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(54) Tlfle : NOVEL NAPHTHYRIDINE DERIVATIVES 



(57) Abstract 

Naphthyridine derivatives 
represented by general formula 
(1) and acid-addition salts thereof, 
having the activity of inhibiting acyl 
CoA: cholesterol acyltransferases, 
and useful for preventing and treating 
hyperlipemia, arteriosclerosis and 
related diseases. In said formula, 
ring A represents an optionally 
substituted pyridine ring; X represents -NR 2 -CO-; R 2 represents hydrogen, alkyl, substituted alkyl, etc.; Z represents 
a bond, -NH-, C1-C2 alkylene, or -CH-CH-; Y represents alkyl, substituted alkyl, aryl, substituted aryl, etc.; and B 
represents alkyl, substituted alkyl, aryl, substituted aryl, etc. 
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m^, y7;$, M7^3^v$, ttT^*^;^*^ fiH7J^;v 
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-"fs^/y/K l- ( l > 2, 4- Mj7v*';;i/) n^tfbft&o £-nr 4 
rs (R 4 > R5 amztmt) tix\t, #uii*vv*;u7< vxfjvr? 
y , tf ^ y v- jv^mf h ft * 0 

i> L<li^Tn7';-;u^«tfbii^o 5EK#2 Lv^t L-Cli, tf!l;itf7 ? 
ft, ^Ifw/>n^>I^ ft&7;u*;i^ M7^^->itL<iifil7 
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«K 0r~2 0 Or, #t L< f±Mza~ 1 7 0tCT, 0. l-3^it, »i 
L< liO. 1 ~2^/i^»0&S£ffl^Tl^SSt&^K«fc »Hfc*» (18) 

15 K, f Mj^Axhtv K> t'^'Jv/, F'Jif;V75>« 1, 5-v'7ft* 
[4. 3. 0] y>-5-x> (DBN) , 1, 8-v7fev^n 
[5. 4. 0] -7-^7>T*-t> (DBU) > 1, 4-y*7ft'y^n (2. 
2. 2) (DABCO) fcfl|v*fc£ fc#?S* 0 ft** (1 8) 

«i, ft*® (15) (19) ^£ft&vn>^vx*r;H§g#t £ 

20 ii«»x% tf^vv>, tfovv>, h'jxf-^75>, tr«;y>, 

DBN, DBU, DABC0^75 >m. ttzli7 yitii V * A, 7 7ftff 
7 7 , ^;l'7> J &xi'7^^(7)#ST6 0-2 0 O^CTllDShtiifcK ioTt^f 

-tj, ft&® (is) *s«+or~ 1 5 or, m Loams- 1 o ore 

25 Ti£gO#£T, HK5*; (8) t?fE3ft*7;Mr/MCTJfcRI&£-**£fcfcJ: 
•K N-7;Hr>Wfc (2 1) iUtf/SfcliO-T/M^/H* (2 2) 
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mmtLx\t*f x^y-;^^^-^?^, f 
At-r^yK, TkfHktH;-?^, j&a* 1 ;*-^ h'jn, hjx 

fg, 3-Jr**fl!)^ny>JR^fflv»ibiti 0 *KfcX'\mi%it&yd (2 1) Mb 
M (2 2) om^W^i-^b^K M#iiS^B B B ^vv(±^ovh^77-r- 

i:^.^ftwiti:t«H, <k*» (is) <vmm. %m<7>m 
sl &m<vmm. EU&w*iMSi+&zt\zx<>xit&to (2 1) frgftWK 

it-fr* (18), (2 1) (2 2) oto*53*li&*D<0#ftfcftoT?T 

L< iior~ 1 oort:T, TkSMtt *»ib*y^A, xmit* 

<) v &%<7)7 )v* i) itz\t7 jit v ±m&m<vim\t' s fa*ti^xft>) zt#x*z 

Z>* -ft* (20) > (2 3) 45J:tT (2 4) 

ftO*feH(3feoT-ft* (2 5) 1?***l*'f V>7*- h»#flcK*< 

JEU^R^JtBCC^* (2 5) frfc-ft* (2 6) -e**it47 5 >fl 
< c t o «x.lf , 7) (20), ( 2 3 ) £ £ 

(2 4) 'jxf-;i/75 N- p< f-^*;u* "J 

t, or- 1 5 or, #4 l < \i&Mfrb 1 2 ortc-c i-3*^t^>'7i 

-****'J*7->'K (DP PA) IWTyMtll^l^tlTyFfa, * 
v^a#4JSLfc»7VK#Sr*«lt4ifc 4 < RIB* 4 2 0-2 0 
Or, #2 l< li3 0~ 1 5 0ri:*D&t& fk#» (2 5) i'&Z> 

:i*t!4, IC, fk^"* (18), (2 1) £<fctf (2 2) OjQTktfftii:^ 
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mzLX. (2 5) Z1)U&ft®tZ>Zt{Z£ *)it£® (2 6) *'&hZt 




(30) 

20 (**, ^Ai , Yi tiffiJEfclBli:, R7 \t7)V^)^^m) 



93%, 1263W (1973) 

25 ttKfto-c, -ft* (3 0) -c&Sfiar < J-fl + V i?>m&it*&zz£tf 

X~£Z> 0 
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'tbiFCZ So flit If* y A 9 ay h fy 7 < , Sli H B B ^T*ffi^t^ d t^T'^ 
W^B H a Mt LTJiflJilf * 9 ;-/K x^y-;i/ v 2-7°n^V-;H|0 

5 t'^i>*03!f«»i|, 7-fe h >3£<7)y- h ^*tf>*o*Mt** 

§So 

N-.C4- (3-^ + ">7x^) -1, 2-ytKD-2-t*V-l, 8 
10 -t7f — N' - (2, 6 -v-f V7°De;U7x-;u) 7 1/ 

To 

N- (1-^^-4-7x^-1, 2->'fcKD-2-t*V-l, 8 -t 
7f'Jy>-3-'f A:) — N* - (2, 6 - s J<V~fu fc:;U7 x-;U) 7U7 Q 
N- [ 1 ->?7U- 4 - (2-^nn7x-;u) -1, 2 - v Kn- 2 
15 7-1, 8—*-7f-'J v>-3->f JlO -N' - (2, V7*ne;i/7x 
7P7 0 

N- (1 ->f-;u-4 - (2-^Rv7x^) -1, 2-vHKn-2-t 
+ 7-1, 8-^7f-'; >U) -N* - (2, 6-y-fV7*n^ 

7x-M 7b7, 

20 N— [ 1 ->f-;u — 4 — (3 — > ^•>7x-)i') — l , 2-ytKo-2-i 
+ 7-1, 8-t7f'Jy>-3-^^ -N' - (2. 6-v^77°nfc:> 
7x-)b) 7U7 0 

N- [1 ->f-;u-4 - (4 Kv7x-)V) - l , 2-/HKo-2-i 
+ 7-1, 8-t7f Jy>-3-'f^] -N* - (2, 6 - 77*o fc?;V< 
25 7x-)b) 7U7 0 

N- (1 ->^;U-4- (2 -fc Kn*->7x->U) -1, 2-y'tKn-2- 
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**7-l, 8-t7f'Jy>-3-^i'] -N' - (2, 6->MV^D^ 

N- ( 1 -**)l<-4- (3 -t FD + v7x-;i/) -1, 2-vfcKn-2- 
#*7-l f 8-t7f'Jy>-3-^l'] -N' - (2, 6 - 77*n \£A> 
7x-;P) 7U7„ 

N- (l-^f-;V-4- (4--K Kn4ry7x-;w) -1, 2— 

**7-l, 8-t7f , Jv>-3-'f^] -N' - (2, 6-v^77ok:;i/ 

7x-jU) 7l^7o 

N- (2-75 / 7x~;v) -l, 2-vfcKn-2-** 

7-1, 8-t7f'Jy>-3-'f^ — N' - (2, 6 -vV 77ntT;W7x 

N- [ 1 4 - (3-7?y7x-;u) -1, 2-vfc Kn-2-** 

7-1, 7^'J 5>>- 3 -4 flO — N' - (2, 6-vMv7Dt>7x 

N- (1 ->*;i/-4 - (4-7^7x-Jl/) -l, 2 -v'fc Kn- 2-** 
7-1, 8-t7fVy>-3--f;V] -N' - (2, 6-y^77 , Dk>7x 
7b7 0 

N- (l-*?-/l>-4- 13- (2-fc Kn*yx^y) 7x^;b| -1, 2 
-vtKn-2-^7-1, 8-^7^'j v>-3-^^3 — N' - (2, 6 
->777nt>7x^^) 7 1/7, 

N- [ 1 4 - 13- (2-7th*->ib**» 7x^;u[ -l, 2 

->'bKn-2-t + 7-l, 8-t7f'J v>-3-^3 -N' - (2, 6 
-V4 7 7*D tf;U7x-;W) 7U7 0 

N- (1 ->f-;u-4- 13- (2-yif^7^xb + y) 7x-;M - 
1, 2-vtKn-2-t^V-l, 8-t7f ■Jy>-3-'f^ -N' - 
(2, 6~*>W 7 7"ne;W7x-;u) -)i/7 c 
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N- ( 1 4 - 13- (3-t Ko#->yo^y) 7x-iH -1, 

2-vHKo-2-t + V-l, 8-t7f'J"/>-3-'f^ — N* - (2, 
6-'>MV7 p oti^7x^JV) 7b7„ 

N- (1-^^-4- |3- (3-7-tf^-/7°D^v) 7x-^| -1, 
5 2-yt Kn-2-*4rV- 1, 8 —T 7^ 'J v > - 3 - 4 — N' - (2, 

i 

6-vM77 , Dt>7x;^) 7b7 0 

N- ( 1 ->f-;u- 4 - 13- (3-vVf;i/7 5 7rD#4y) 7x-;w| - 
1, 2->'tKn-2-t*7-l, 8-t7f l J->'>-3--f^ -N* - 
(2,.6-7'f77'n!i>7x-;W 7U7 0 

10 N- [ 1 -^f-;b- 4 - [3- 13- (4-7x^^-l-^7v-^) 7°n 
#*->| 7i-;w]-l, 2-ykKn-2-t^f7-l, 8-t7f'Jv>- 
3 — f -N' - (2, 6-7'f77 , Dt>7x-;i/) 7l^7 0 
N- [i-^f-;i/-4- 13- (2 - fcf^'J vVx b^v) 7x^;b| -1,2 
-vbKn-2-t^V-l, 8-t7f'Jy>-3-^^) -N' - (2, 6 

15 -v-f 7 7n^7x-JP) 7l^7o 

N- (1 -^^^-4 -7*^;u- 1, 2-vt: Kn-2-**7- 1, 8-f7 
f-U v>-3 -N* - (2, 6 -vM 77o^7x-)l') 7V7 0 

N— (l-^f-;u-4-v^D^^v;u-l, 2->'tFo-2-t*7-l, 
8-t7f 1 ) Vy-l-Jfr) -N' - (2, 7 7 e otf;U7x-;i.) 7 

20 U7„ 

N- [1 -^tf-;U-4 - (2-f'Jv;V) -1, 2 - y'H Kn- 2 -**V- 
1, 8-t7f'Jy>-3--f;i'] -N' - (2, 6 -vM V7*D^7 x- 
*) 7U7 0 

N- (1 ->*/u-4- (3-kf'Jv^) -1, 2 - v Kn- 2 V- 
25 1, 8-t7f-'J v>- 3 -4 -N' - (2, 6 - v 4 77*n fcT;U7x- 
JU) 7 U7o 
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N- [1 -**fr-A - (4-^'Jy» -1, 2 - V Ko- 2 -**v- 
1, 8-t7f'Jy>-3-'f^ -N' - (2, 6-->WV7 , n^7xc 
AO SI' 7* 

N- (l-^-f-;u-4- (2-7'J/u) -1, 2->'HKn-2-**v-l, 
5 8-t7f l Jy>-3-'f^ — N* - (2, 6 - 77o fcf;l/7x-;l/) 7 

N- (3-71MU) -1, 2 -yb Kn- 2 -t^V- 1, 

8-t7^'J v>-3-^f^) — N' - (2, G-v'f v7otr;U7i-^) 7 
V7 0 . 

10 N- (l->f-/u-4- (2-f-x-;w) -i, 2-v'fc: Ko-2-**7- 
1, 8-t7f'Jv>-3-^V] — N' - (2, 6-vMV7 p nt>7x^ 
;U) 7U7 0 

N- [1 ->-f-;i/-4 - (3 -f-x-^) -1, 2-vtKD-2-t^7- 
1. 8-t7f'Jv>-3-^l'] -N' - (2, 6-v-f V7"n^7i- 
15 ;V) SU7 0 

N- ( 1 -*mv^f;i/- 1 , 2-vtKo-4- (3-^Kv7x- 
^) - 2 - * * 7 - 1 . 8-t7f'Jv>-3-^^ -N' - (2, %-V4 
7 7ntf;U7x-;i/) 71^7 0 

N— [1 - t e r t-7F*->*JV*-;Mf^-4- (3-* F^y7x- 
20 ;v) -1, 2-ytKn-2-t^7-l, 8 --f7f-'J v>- 3 -4 AO - 
N' - (2, 6 - v-T 77ot'^7i-;v) 7U7 0 

N- (1 - (4-eVyiMf^) - 4- (3-^ FJr->7i-*) - 1, 2- 
ytKo-2-t^V-l, 8-t7f'Jy>-3-^i') -N' - (2, 6- 
y'f77'nt , ;l/7x-Jl') 7U7 0 
25 N- Cl- (2 -t:'J vA^^A-) -4- (3-^ I> + ">7x^) -1, 2- 
Kn-2-**V- 1, 8-t7fiJy/-3-f^] -N' - (2, 6- 
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v-f V7*n ti;i/7i-;u) 7l/T c 

N- ( l -x-f;i/- 4 - (3-n*->7z-;H -1, 2 - v Ko - 2 - * 
+ 7-1, 8-t7f'Jy>-3-'f^ — N* - (2, 6-/'fV7 p ot> 
7i-;u) 71/ To 

5 N - C .1 - ( 2 - > h*->x^;U) - 4- (3->^'>7i-M -1, 2- 
vtKn-2-t^rV-l, •8-t7fVv>-3-'f^) -N' - (2, 6- 
v^V7D^7x^) 71/To 

N- [1 - (2-t Kodrvx^jU) -4- (3-> ^4v7x-*) -1,2 
-v'fc Kn-2-**7- 1, 8-t7f'Jv>-3-'f)l'] -N' - (2, 6 
10 -vV7 7°nf;i/7xx;U) 7l/T G 

N- [1- (2-/7/xf^) -4- (3-> K*v7.x.x;V) - 1 , 2-v 
tKD-2-t+V-l, 8-t7f'Jv>-3-^^] -N' - (2, 6-v 
'f7 7'nt>7x-^) 71/ To 

N— [1- (2-vxW?;xf^) -4- (3 ^v7x-^) - 
15 1, 2-v*fc Kn-2-**7- 1, 8-t7f J v>-3--f ^) -N' - 
(2, 6 -v'f y7n^7x-^) 71/7, 
N— [l-7*ntfjU-4- (3->Kv7x-^) -1, 2-vtKo-2- 
t+V-1, 8-t7f'Jv>-3-'f^ -N' - (2,' 6-vV77'af;V' 
7xx/u) 71/To 

20 N— C 1 — (3 - vT/ 7°n fcf;U) - 4- (3-n*->7x-Jl/) -1, 2- 

8- + 7^>; v>-3-^) -N' - (2, 6- 
*J4 7 7n b')b7x-)0 7l/To 

N— C 1 - (3-vT/7 , ne;u) - 4- (3-t Ko4v7x-)H -1,2 
+ 8 -* 7f-'J v >- 3 - A flO -N' - (2, 6 

25 ->^77Dh>7i-Jl/) 7 1/T 0 

N- [1- (3-vT/7nt;;u) -4- |3- (2 - Ko*->x 
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7x-^| -l, 2->'t Ko-2 V- 1 , 8-t7f'J ->*>-3-'T 
*) -N' - (2, 6-v''fV7'nii>7x-^) *U7 0 
N - [1- (3 -v7/7°De;W) -4- 13- (2->'xf^7^x^ 
v) 7x-;l/| -l, 2-ykKo-2-t*V-l, 8 — *-7f-'J •✓>- 3 - 

5 -N* - (2, 6-^^/7*0^71-*) ^VTo 

N- [1- (3-y7/7°n.t» -4- 13 - (3 - Kn* y/n^y) 
7i-;u| -i, 2-/KKn-2-t*V-l, 8-t7f»Jv>-3-'f 
;u) -N' - (2, 6->M77 , Dt>7x-;V) 7U7 C 
N- Cl- (3-v7/7nii;u) -4- [3- 13- ( 1 - * 3 *V'J M 7 

10 u***v| 7x-;i/]-l, 2-vfc Kn-2-**V- 1 , 8-t7f Vv> 
-3-4*0 — N* - (2, 6->^7 7*nt>7x^) 7l/7 0 
N— [1- (3-H Kn^rv7ntT*) -4- (3-/^->7x-;v) - 1 , 
2-yHKD-2-t+7-l, 8 —f 7^'J v>- 3 -4 *0 -N' - (2, 
6 -vM V7 , n^7xiJl') 7l/7<> 

15 N- [1- (3-^>-»t^y7'nfc» - 4- (3 h*v7x~;U) - 
1, 2-vk: Kn-2-**V-l, 8-t7f 'Jy/-3-^^] — N' - 
(2, 6 -v*4 v7otf;U7x-;u) -)U7 0 

N- [1 - (3-75 /7*ne;v) -4- (3-/Ky7x-^) -1, 2- 
•✓KKn-2-**V-l, 8-t7f'Jv>-3-^*] -N' - (2, 6- 
20 v4 v7n t*;W7x-;u) 7U7 0 

N- Cl — (3-y>f*7?/7 t nk» - 4- ( 3 - > h*'>7x-;U) - 
1, 2-yt Kn-2-**V- 1 , 8 -t7f'J v>- 3 - 4 AO -N' - 
(2, 6 - V4vfu e;U7x-;u) ^l^7 0 

N- Cl - (3-7 5 /*;l/*'-;W7Dkf;i/) -4- (3-/ h+v7x-;U) 
25 -1, 2->'kKn-2-t*V-l, 8-f7f Jy>-3- / f*] — N' - 
(2, 6-y^77°Dt>7x-;i/) -7b7 0 
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N- [1 - (3-7**^75 y/ot» -4- (3-> h4'>7i-)l') - 
1, 2-vfc Ko-2-**v- 1. 8--f 7^'j ->* > - 3 - * -N' - 

(2, 6-->M V7°nti;W7i-;l/) 7U7 0 
N- [1- (3-7*/M 5 K7*ne^) -4- (3-* ^v7z^) - 
5 1, 2-v'fc Kn-2-*#V- 1, 8 -t •>* >- 3 - * *0 -N' - 

(2, 6->''fyyn^7a-;i/) 7I^7 0 
N- (1 - (3 - j ;>H7 5 ;7"ot» -4 - (3 -> Kv7x-^) - 
1, 2-yfe Ko-2-*4rV- 1, 8-^7-^'J v>- 3 -N* - 

(2, y70t>7x-^) 7U7» 

10 N- (1- (3->W7<;7ot» -4- (3->Kv7x-M - 
1, 2-ytKn-2-*^7-l, 8 - 1 7f- V v 3 - 4 flO -N* - 

(2, 6-vM77nt>7x-;i/) 7P7 0 

N- [1- (3-^'JvV7 , oe;v) -4- (3-^h*v7x-^) -l, 
2-ytKD-2-t + 7-l, 8-t7f'Jv>-3-^l') -N' - (2, 
15 6 -vV 77*0 tT;U7i-^) 71^7 C 

N- [1- |3- (1 -4 5 ^V'J;U) 7*nfcf/H -4 - (3-^h4rv7x- 

-1, 2-ytKD-2-t+7-l, 8-t7f , Jv>-3-'f^ - 
N' - (2, 6->M77 , ok>7x^l/) 71^7 0 

N- (1 -4 7 7 p ntf;i>-4- (3-n>v7x-;b) -l, 2-vtKn- 
20 2 -*4rV-l, 8-^7^'J *7>-3-<f ;u] — N' - (2, 6-vMvT'n 
t°;U7i-;u) 7l/7 0 

N- (1 -7f-;u-4- (2-> ^->7x-;i/) - l, 2-vt: Ko-2-t 
*v-i, 8-t7f-'J v>-3-4 )V) -N' - (2, 77 nkf;i< 

7x-;u) 7U7 0 

25 N- (1 -7^;u-4 - (3 -* h^rv7x-;U) - 1 , 2-ytKo-2-t 
+ 7-1, 8-^7f-'J ¥>-3-4 )l) -N' - (2, 6-y'fV7D^ 
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N- { 1 -7"f-;U- 4 - (4-n + v7x-;P) -1, 2-vt:Kn-2-* 
*V-1, 8—f7f-y->'>-3--f^) -N" - (2, 6-v4 vfuVfr 
7x-;u) 7U7 0 

N- [1-7^^-4- (2 - 1 Ko#->7x-M -1, 2-->'fcKo-2- 
**V-1, 8-^7^>; v>-3-/r -N' - (2, 6-vWv7nt:;u 
7x-JU) 

N- [ 1 -7^/U- 4 - (3-tKD*->7xi*) -1, 2-vtKn-2- 
**V.-1, 8-^"7f-'J v*>-3--f /U] -N' - (2, V7*d^ 
7x-;u) 7l^7 0 

N— [1 - 7^;U-4 - (4-U'n^fy7x^) -1, 2-vHKo-2- 
**V-1, 8-t7f'Jv>-3-^^] -N' - (2, 6-7^77*0^ 
7x^)0 71^7 0 

N- [1 -7f-;V-4 - (2-7^7x-JV) -1, 2-vbKo-2-t^r 
7-1, 8-t7f'Jv>-3-^^ — N' - (2, v7ne;i/7x 
7U7 0 

N— Cl -7f-;U-4- (3-75 y 7x-;U) -1, 2->'tKo-2-t^ 
7-1, 8-t7f'Jy>-3-'fJl'] — N' - (2, 6-V'fV7 , D^7x 
=-)V) 7l^7 0 

N- Cl -7f-;W-4 - (4-7^7x-)M -1, 2-vfc Kn-2-** 
7-1, 8-t7f'Jv/-3-'f^ -N' - (2, .6-y-fV7'D^7i 
-AO 7l^7 0 

N- [1-7^^-4- 13- (2-fcT'J v;u^ h^y) 7x^;u| - 1 , 2- 
ytKn-2-t + V-l, 8-*7*'J *J>-3-<(A>) -N' - (2, 6- 
yW77'Dt>7x-Jl') 7 1/7 0 

N— [1-7^^-4- 13- O-e'JyiMKy) 7x-Jl^| -1, 2- 
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5>fcKn-2-**V-l, 8-t7fVv>-3-'(Jl'] — N' - (2. 6- 

N- ( 1 -~f*J\/—4 — 13- (4-tf'J->'iW h#v) 7jl-JU| -1, 2- 
5>fc Kn-2-**V-l, 8-t7f'J->'>-3-'(^ -N' - (2, 6- 

N- ( 1 -7*^;^- 4 - 13 - (2-fc Kn*«>JLHr*» 7x-jH -1,2 
-yk Kn-2-**V- 1, 8 - + 7f-'J v>- 3 - >f *] -N* - (2, 6 

N- Cl-7*f->U-4- 13- (2-7-te h+yi h*v) 7x-)V| -1, 2 
10 -/t Kn-2-*4rV- 1, 8-t7f'Jy>-3-'f;i'] — N' - (2, 6 
-•✓-f 77ntf;U7x-;u) 7^7 0 

N- (1-7^-4- 13- (2-yxW5/if+y) 7^-^f - 
1, 2-V\L Yu-2-**V- 1, 8-t7f'Jy>-3-'f^ -N' - 

(2, 6-y'fv7nt , ;i/7xx^) 7b7 0 
15 N- (l-7f-/u-4- 13- (2-v7W5yi^v) 7x^;u| - 
1, 2-/k Kn-2-**7-l, 8 — f 7^'J v>- 3 - -f *0 -N" - 

(2, 6-yM77oe;V7x-^) 71^7* 

N- (1 -7^-4 - 13- (2 -tf^'j vVx h^v) 7x -1,2 
-ytKn-2-*#V-l, 8-^7^'J v>-3-^»0 -N' - (2, 6 
20 -yM77Df;i'7x-M 7U7 0 

N- Cl-7^;u-4- 13- (2- (1 -tfo'J V~)V) xh*v) 7xx 
>H -1, 2-yuKn-2-t*y-l, 8-t7f 'Jy>-3-'f^ - 
N' - (2, 6 -5M 7 7°n t'^7x-Jl/) 7W7 0 

N- [1-7^^-4- 13- (2^^'J^Ky) 7x-;W| -1, 2 
25 -vliKD-2-t^7-l 1 8-t7f'Jy>-3-^^) -N' - (2, 6 
-v^77*ot:*;U7x-;i') 7l^7 0 



WO 96/38445 PCT/JP96/01429 

- 30 - 

N- [ 1 - 13- (3-?no/D^y) 7x-;H -1, 2- 

8-t7f'Jv>-3-'f;i'] -N* - (2. 6- 

N- (1 -7f-;u-4- 13- (3-t Ko*->7°n***v) 7x-;U| -1, 
5 Kn-2-**7- 1 , 8 - * 7^ V v> - 3 - * AO -N' - (2, 

6~V'f77 P Ob>7x-^) 7l/7 0 

N- Ci-V^;u-4- 13- (3-7th^r->7o^-» 7x-;u| -l, 
2->'tKD-2-t^f7-l, 7^'J v>-3 -4 AO — N' -.(2, 

6 -vA 7 7°Dtf;i/7^-^) 7U7o 
10 N- (1-7*^-4- 13- (3 -^>vA^*v7°n*'*v) 7x-A>| - 
1, 2-yHKn-2-^7-l, 8 — *-7f- V v > - 3 - -i AO -N' - 
(2, 6-vM7 7 s ne;l/7i-;i/) 71/7 0 

N- C l -7*J-)\>- 4 - 13- (3-7?;^ 5 K7°n*-*v) 7x^W - 
1, 2-ytKo-2-t+7-l, 8-t7f'Jv>-3-^l') — N' - 
15 (2, 6-y-f V7*nif^7jL-iU) *U7 0 

N- [l-yf-^-4- 13- (3-75 / 7n#*y) 7x-;V| - 1 , 2- 
vt Ko- 2-**7- 1, 8-t7f'Jy>-3-^;i/) -N' - (2, 6- 
vV77 p ne;U7x-;p) -)i/7, 

N— [l-7*^A—4- 13- (3->7fJV7^7'n^y) 7x-A-| - 
20 1, 2-ytKo-2-t*7-l, 8 -*7^'J V>- 3 -4 AO -N* - 
(2, 6-vM7 7*nt:*;W7x-;u) 7U7 0 

N- [1 -7'f-;u-4 - 13- (3-yif;V75/7 , n^y) 7x^;u| - 
1, 2-yHKD-2-t#7-l, 8-t7f'Jy>-3-'f^ -N' - 
(2, 6-y*'f77'Dli>7x-;v) 7u7 0 
25 N- (1-7*?- A— 4- 13- (3-^'JyV7'n^y) 7x-JV| -1, 
2->'tKa-2-**V-l, 8-t7f'J v>- 3 -4 AO -N' - (2, 
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N- [ 1 -7^;u- 4 - [3- 13- (4 -7x-ju- 1 -tf^7v-;u) 7n 
*-*y| 7x-;w] -1, 2-vfc Kd-2-* + V- 1, 8-t7f 'Jv>- 
3-4*0 -N* - (2, 6-v^;7'Db^7x-;v) *7l/7 0 

5 N- ( 1 -7f-)V- 4 - [3- 13- (1, 2, 4- HJ 77- A'- 1-4 AO 
7a***v| 7x-^] -1,. 2-vfc Kn-2-**7-l, 8-t7f'Jv 
>-3~4A0 — N' - (2, 6 -v4 V7*okf;U7i-;i/) 7U7o 
N- (l-7^A>-4- [3- 13- (l-'f^/'JJl') 7n#*S'l 7^- 
AO -.1, 2-v'tKD-2-t#V-l, 8-^7iHJ v>-3-4A0 - 

10 N' - (2, e-vVvya^Wx^) 7l^7 0 

N- [1 -7-^;i/-4- 13- (3-/xf^7?y7"Dk» 7x-JU| - 
1, KD- 2-**V- 1, 8-t7f 'J v/-3- / f^) — N' - 

(2, 6->^V7'Dt>7x-M 7l^7 0 

N- Cl-7f-;W-4- 13- (2-yxf^7</if^ft) 7xx;H - 
15 1, 2-vtKD-2-t47-l, 8-t7f'Jy>-3--f^] -N' - 
(2, 6-7'f77nn>7x-ii/) 7l/7 0 

N— Cl-7^^-4- (2-fcfUv'AO -1, 2-vt Kn-2-^-^V- 
1, 8-t7f'Jy>-3-^V) -N* - (2, 6->M'77"Df;V7xx 
AO 71/7 0 

20 N- [1-7^^-4- (3-t''J-») -1, 2-vtKn-2-t+7- 
1, 8-t7f'Jv>-3-^^ — N' - (2, 6 -v-f 77ne;U7x- 
AO 7 1/7 0 

N- (1-7^-4- (4-^Jv>) -1, 2-ytKa-2-t^r7- 
1, 8-t7f'Jy>-3-^^ -N' - (2, 6 -v4 77nfc>7x- 
25 AO 7l/7 0 

N- [ 1 -^>^;u- 4 - (3-^ + v7x-)l/) -1, 2-yHKD-2- 
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**7-l, v>-3-<^) -N' - (2, 6-*>M vynifji/ 

7x-;U) 7b7 0 

N- [1- (4->f-^^>f-^) - 4- (3--* h*->7x-fl/) -1, 2- 

8-t7f , Jy>-3-^l') -N' - (2, 6- 
5 94 77*n ^7x-;P) 7 b To 

N- [ 1 4 - (3 -^>v^**v7x-;l/) -1, 2-vtKn- 

2- **V-l. 8-t7f , Jy'>-3-'f^ -N' -7f^7l/7. 

N— (1 -**/U-4- (3-n^v7x-^) -1, 2-vtiKo-2-t 
+ V-.1, 8-t7f 'J v>-3-^f^3 -N' -7*^7 l/7 0 
10 N— [l-^;l/-4- [3- 13- (4-7x^- 1 -^rz-Jl') 7o 
#*v| 7x-;i/]-l, 2-->*fcKn-2-**7- 1, 8-t7f'Jy>- 

3- ^^] -N' -7f^71/7 0 

N- [1 ->^;u-4- (2-7DD7i-^) -1, 2->*tKn-2-t* 
7-1, 8-t7f'Jy>-3-^l/] -N' - (2, 4-/7Wn7x; 
15 ;U) 71/7, 

N- {l-*?fr-4- (2-?nD7x-JV) -1, 2 -vt: Kn- 2 
7-1, 8-t7f-'J Vy-Z-4 n>1 — N' - (2, 4, 6-f^f^7x 

71/7. 

N— [l-^f-^-4- (3-n + v7x-^) -1, 2-v*fcKn-2-* 

20 *V-1, 8-t7f'Jv>-3-^l') -N* - (2, 4-v'7^tD7x- 
;V) 71/7o 

N- [1 ->f-;U-4 - (3-n+v7x^).-l, 2->'HKo-2-^ 

*7-l, 8-t7f'Jv>-3-^l') -N' - (2, 4, 6-hv*?7U 
7x-;i/) »j7U7o 

25 N- [ 1 ->f-Ji/- 4 - (3 h*v7x-;u) - 1 , 2-/kKo-2-* 
*7-l, 8-t7f 'J V>-Z-4)V) -N* - (2-h'J7Hn^f^ 
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7x-M -)l/7 0 

N- [1 -**fr-4 - (3-^ h*v7x-;V) - l , 2-/HKD-2-* 
#7-1, %-i-7* } ) ->*>- 3 -'OvO -N* - (2, 6->'?dd7x; 
;u) 7l^7 c 

5 N- (1 -*f-/u-4- (3-^ h^v7x-;u) -1, 2-yHKD-2-t 
*V-1, 8--f 7f-'J -✓>-3 -4 -N' - (2->h4f->-4--hn 

N- [ 1 -*f-;u- 4 - (3-> h**>7x-A0 -1, 2->'liKn-2-t 
*7-.l, 8-t7f'Jv>-3-^i/) -N' - (2 -4 77ntf;i/7x- 
io ;u) 7i^7 0 

N- [1 -^;l>-4 - (3->h*v7x-M -1, 2 - v V: Kn- 2 
*V-1, 8--f7f-'J v>~ 3 -4 Jl/] -N' - (2-xfjV7x-iV) 7U 
7 0 

N— (l-^f-iV-4- (3-^K->7x-;l/) -l, 2-7HKD-2-t 
15 +V-1, 8-t7f'Jv>-3-'f^ - N' - (2-4 v7ntf;u-6-^ 

N- (l-^^;U-4- (3-^K->7x^) -1, 2-ytKo-2-t 
*7-l, 8-t7f'Jv>-3-'f^ -N' - (2-^oo-3-t''Jy 

;u) 7W7 0 

20 N- [1 ->f-;V-4- (3-^^-/7x-M -1, 2-'>'HKo-2-* 
+ V-1, 8-t7f'Jy>-3-^i') -N' - (3, 5->*7DD-2-e 
V v^) 7 U7 0 

N- [l-^f-^-4- (3-nJf>7x-]l/) -l, 2->'tKo-2-t 
*V-1, 8-t7f-'i*> , >-3-'f>U) ~N' - (8-*>"J^) 7U7„ 
25 N— (l-^^;u-4- (2-70D7x;jy) -1, 2-->'fc Kn-2-*4r 
7-1, 7-t7f'Jy>-3-'f^ -N' - (2, 4, 6-bV^f^7x 
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N- ( 1 4 - (2-^on7x-;U) -1, 2-vfcKn-2-** 

v-l, 7-t7f , jy>-3-'f^ -N' - (2, 6->Mvyoiiji/7i 

5 N- ( 1 -**)V-4 - (3-n + v7x-Jl/) -l, 2-vk:Ko-2-T 
*V-1, 7— J-7f- , JS»-3-'fflO ~N' - (2, 6-y*'fV7'D^ 

N- [ 1 4 - (2-?Dn7i-)P) -1, Kn-2-** 

V-l, 6-t7f'J->'>-3-^^ -N' - (2, 6-v<f V7*neiU7x 
10 7l^7 0 

N- [ 1 4 - (2-70D7x-^) -1, Kn-2-** 

V-l, 6-t7f'Jv>.-3-'f;V) -N' - (2, 4, 6-b'J^f^7x 
7U To 

N— (l-^f-^-4- (3-^Kv7x-^) -1, 2-vfcKn-2-* 
15 *V-1, 6-t 7^'J v>-3-4/l0 -N* - (2, 6-v-f7 7 p Df;v 
7x-^) 71x7 0 

N— [l -4 y7*Dtf;i/-4- (3->f^y7x^^) -l, 2-vtKo- 

2- **7-l, 6-±7f) v>-3->OiO -N' - (2, 6-v4V7°n 
tr^7x-;u) 7l^7o 

20 N- Cl- (3-^f-^-2-7*r-^) -4- 13- (2-v'if;V7^x 
7x-;i/| -1, 2-^UKo-2-**y-l, 8-^-7f-'J->*>- 

3- 4/10 -N* - (2, 6-V'f77 , Dt?;V7x-Jl') 7U7« 

N- [1- (3-^V^-^) -4- 13- (2->'xfji,7^xKy) 
7x-;W| -1, 2-v*t Ko-2-t+V- 1, 8-t7f-U v>-3-4 
25 AO -N' - (2, 6 - v-f 77 p o if;i/7x^;u) 7l^7 0 

N- [l-^>v;U-4- 13- (2->'xf;i,7;/if*-» 7x-/H - 
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1, 2-->*fcKn-2-**v-l, 8-t7f , Jy>-3-'f^ -N' - 
(2, 6 -v4 77*0 kfA-7 *j\/~T 0 

N— (l - v*n7*n£;u.*f-A— 4 - 13- (2-*>*xf-*7 5 yxf**» 
7x-;w| -1, 2-vfc Kn-2-**v- 1, 8-t7f , Jy>-3-'f 
5 AO -N' - (2, 7 7'o^7i-^) 7l/7 0 

N- [4- (2 -*nn7x-;U) -1, 8 -i"7* 1 ) V>- 3 -4 AO -N" 

- (2, 6 -*>V V7 B Dt:*;U7x-;b) 7l/7 0 

N- (4- (2-;dd7i-JV) -1, 7— *-7f-0 v>-3-^f A*] ~N' 

- (2., 6-v-f V7*nf;V7i-;v) 7b7 0 

10 N- [4 - (2-*no7ix;iO - l , 6 -77-^V v>- 3 -4 AO — N* 

- (2, 6->''f77 , nb>7x;jV) 7U7 0 

N— [4- (2-^no7x^;b) -1, 7 -77f-'J v>- 3 --f AO -N* 

- (2, 4-v7HD7x;)0 7b7 0 

1 -^f-^-3-^>7M;V7< 7-4- (3-^^v7x-JV) -1, 2- 
15 vfc Kn-2-**V- 1, 8-t7f'Jv> 0 

1 -^;i/-3-^>V>f A^7 5 y-4- (3-^f*v7x-;v) - 1 , 2- 
VtKn-2-^V-l, 7-t7f'Jy>c 

1 ->^;U-3-^>7"f A7 5 /-4- (3-^k">7x-M -1, 2- 
ytKn-2-t^7-l, 6-t7fVv> 0 

20 l->f;i/-3-7x-JV7-bfJV7;y-4- (3-> K->7x-M - 
1, 2-y'tKD-2-t^V-, 8-t7f'Jy> 0 
1 ->f-;b- 3 - (3 -7x-A7*ne*x;i,7 5 -4- (3-^h^~> 
7x-A)-l, 2- s y\L Kn-2 -**7- 1 , 8-t7f 'Jy>o 
1 ->f-;U- 3 - (2, 2- ->VW>n^7 5 /") -4- (3-^b^v 

25 7x-;u) -l, 2->'eKn-2-t*v-l 1 8-t7f'Jy>. 
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mmmi 

5 N— [4- (2-?nD7x-JH -1, 7 -t7f 'J v > - 3 - 4 - 

N' - (2, 4-/7^tD.7i^) 7 1/7(7)^ 



10 




3 -7< 4 - (2-^DD7x-)V) -1, 7— *"7f-'J v> 1 6 9mg 
(0.66mmol) 4 - ->'7)^n7x-JM V v7*- h 1 0 2mg (0. 6 6 

mmol) 0)7- Y 7 Kn 7 7 > 5 0ml«£ 8 BfKjjngyiefi L£ 0 fttttt, *7A 
15 ?nv^77^ - (y'J* ^/K ?dd*M1 : 9) 

U ^-fr^KTigllflSLT, M^4b9 8mg (0. 2 4 mmol) L 

mp 213-216*0 

1H-NMRS (DMSO-d 6 ) 10.52 (1H, b r) , 8.25 (1H, d, J 

20 =5. 0Hz) , 8.04-8.08 (2 H, m) , 7.59-7.75 (2H, m) , 7.17-7.46 

(4H, m) , 6.91-7.00 (1 H, m) , 6.67-6.74 (0. 5 H> m) , 6.62 (1 
H. d, J =5. 0Hz) , 6.30-6.36 (0. 5 H, m) 
IR (KB r ) 1683, 1596, 1508, 1400cm-i 

mm 2 

25 N- [ 1 ->f-/U- 4 - (2 -?DD7x^) -1, 2 -vt Kn- 2 -* 

+ V-1. 8-t7f , Jv>-3-'f^ -N* - (2, 4->'7;HD7x; 
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F 

H H I 
O ° 

1 4 - (2-?no7i-^) -1, 2 - v Kn- 2 V- 

1, v>-3-*^**>^3 1 5mg (lmmol) , v'7i-W^ 
10 "7* 'J ;V7v K3 3 Omg (1. 2mmol) JSlV Y 'Jx-^;U7 5 > 1 0 lmg (lmmol) 

^^>-t*>4mi-M^m^-co. 5NFf B mm^ o. smmfm^iLtzo 

2, 4-v'7Wo7-'J>l 5 2mg (1. 2mmol) ^SDxMim^TO. 5^fFb^ S 

15 2 8 8mg (0.65mmol) &&&& t LTtf/Co 

mp 2 2 5 - 2 2 6*C 

J H-NMR S (CDC 1 3 ) 8.61 (1 H, dd, J=4.6Hz, 1.7Hz) , 

7.66-7.75 (2 H, m) > 7.38-7.56 (6H, m) , 7.16 (1H, dd, J =7. 
9 Hz, 4. 6 Hz) > 6.67-6.77 (2 H, m) , 4.00 (3H, s) 
20 I R (KB r ) 1715, 1636, 1613, 1584, 1584, 1550, 1500, 1434cm-i 

N- [ 1 ^;U- 4 - (2-^nn7x^) -1, 2-ytKD-2-i 
*V-1, 8-^7^>; v>- 3-^^) -N' - (2. 4, 
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5 




%nw2 tmm^Lx, \ a - (2-^d7x-^) -i, 2- 

ytKD-2-i^V-l, 8-t7f-'J y>-3-*^*'>ii:2, 4, 6- 

10 m p 2 5 0 

1H-NMR 8 (CDC 1 3 ) 8.55 (1 H, d, J=4.6Hz, 2,0Hz) > 

7.37-7.53 (5 H, m) , 7.10 (1H, d d , J =7. 9 H z , 4. 6 H z ) , 6.91 

C2H, b r s) > 6.36 (0.7 H, b r) , 5.73 (0.7 H, br), 3.91 (3 
H, s) , 2.27 (6H, b r s) , 2.02 (3H, b r s) 
15 IR (KB r ) 3271, 1658, 1634, 1554, 1458, 1118cm-i 

N- tl-**)\<-4- (2-^OD7x^;l/) -1, 2-vfcKn-2-* 
*V-1, 8-t7f'J v>-3-^;u) -N' - (2, Vfu\£JU 



20 




2 fcR»KLt\ l-^f-^-4- (2-*nn7x-;P) -1, 2- 
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mp 1 9 3- 1 9 6*C 

1H-NMR S (CDC 1 3 ) 8.54 (1 H, br) . 7.53-7.57 ( 1 H, m) > 

7.03-7.46 (8H, m) , 6.47 (0.7 H, brs), 5.65 (0.7 H, brs) , 

3.88 (3 H, b r s) > 3.22' (m) 1 2.94 (m) 1 H) , 1.02-1. 38 

(1 2H, m) 

IR (KB r ) 3342 , 2963, 1714, 1629, 1608, 1581, 1509, 1461cra-i 

nmws 

N- [l-^f-^-4- (2-^oo7j-M -1, 2-vfc Kn-2-=t 
*V-1, 7-t7f'Jv>-3-^l') — N' - (2, 4, 6 - h 'J * * 



l-^;u-4- (2-^od7x^) -1, 2-vtKo-2-t^V- 
1, 7-t7f 'Jy>-3-*^*'>i3 1 5mg (lmmol) , y'7x-W^ 
7* 'J^7vK3 3 Omg (1. 2mmol) Stf h 'J^f^T? > 1 0 lmg (lmmol) 
(7)y^f;^)U7 5 K (DMF) Smlvift^MSHTO. 5 ftHft&tfc, 8 0- 
9 OriCTO. 5B»PQlniftX%L^« &*«2, 4, 6- MJ^^T^'J > 1 6 
2mg(1.2mmol) fcftlilMKTO. 5B#W, 8 0 - 9 0 TXT 2 B»m&$ Lfc. 

Tg&?£, jlETWLfc. ib^:@^x^-^S^ B a Lt, »«ffc* 
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ft* 3 5 Omg (0.78mmol) m&&&t UHt 
mp 222-2241C 

1H-NMR5 (CDC 1 3 ) 8.83 (1 H, s) , 8.36 (1H, d, J =5. 3 

Hz) , 7.50-7.54 (1H, m) , 7.38-7.43 (3H, m) , 7.02 (1H, d, 
J =5. 3 Hz) > 6.93 ( 1 H, brs), 6.62 (0.5 H. br) , 5.68 (0.5 
H, b r) , 3.86 (3H, br s ) > 2.27 (6 H, b r s ) , 2. 05 ( 3 H, 
b r s) 

IR (KB r ) 1658, 1638, 1545, 1432cm-i 

mmme. 

N- ll-jt*fU-4- (2 -?nn7x-;w) -1, 2— >'tKn-2-* 

*V-1, 7-t7f'J S J>- 3-4*1 -N' - (2, 6-vM V/ntT;u 
7x-;u) 71^70^ 




Hlfc«5iB*fcLT, 1 ->f-/U-4 - (2-?OD7x;^) -1, 2- 
vfc Kn-2-**V- 1, 7 -t7f'J v>- 3 2, 6-vM 

rap 153-15.4t 

'H-NMR 5 (CDC 1 3 ) 8.83 (1 H, b r) , 8.34 (1 H, d, J =5. 6 

Hz) , 7.01-7.61 (7 H, m) . 6.97 (1 H, d, J =5. 6 H z) , 6.72 (0.7 
H, br) , 5.80 (0.7 H, b r) , 3.80 (3H, s) ,3.21 (1H, m) , 
2.96 (1 H, m) , 1.03-1.36 ( 1 2 H, m) 
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IR (KBr) 2963, 1645. 1591, 1505cra-i 
HM0J7 

N- (1 ->f-;u-4- (3-> Kv7x-^) - l, 2->'t Kd-2- 
**7-l, 8-^-7^ , ;v>-3-'f /W] -N* - (2, 6 - v 4 V7*n tT;b 




1 4 - (3 -> Kv7x^) -1, 2 -yfc Kn- 2 -**7 

-1, S-i-7f) •✓>-3-*^#>R3 1 5mg (lmmol) > y'7x-W; 
7* 'J;V7v'K3 3 Omg (1. 2mmol) £tf b 'JxW5 > 1 0 lmg (lmmol) 
Oh^x>4al#*^aaKT0. 5 I^IHWJBm. 0. 5B#raSn&»gELfc 0 faftik 
2, 6vMV7 , nifJV7- , J>2 1 6mg (1. 2mmol) £2jDx.aSKT0. 5B#P4, 

aa£T2Btiirai#Lfc« tm*. fi*n*ffi*fcu 

^77^- (ft»xffl/:^>i : 1) Tit$£U vx^;vjl~t^-C^b b b 
ffcLT, mmit&yRtZ 0 2mg (0.62mmol) MfeHJIi t lX'&tz 0 

mp 1 6 9- 1 7 0*0 
1H-NMR S (CDC 1 3 ) 7.64-7.72 ( 1 H, m) , 6.85-7.39 (8 H, 

m) % 6.11 (0.5 H, br) , 5.90 (0.5 H, br) , 3.92 (s) &tf3.86 

(s) (^tt3H) , 3.84 (3H, s) , 2.85-3.15 (2H, m) , 1.08- 
1.29 (1 2H, m) 

IR (KBr) 2964, 1716, 1654. 1509cm-i 
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N- [4 - (3 -> F + y7x;iV) - 1 , 2-vtKo-2-t*v-l, 
v>-3 -<f ;u) -N' - (2, 6 vynkT;u7x-;u) 7 



5 




10 

HJfe09 7£l§l«KLt\ 4- (3-n+v7x^) -1, 2-ytKn- 
2-**7-l, 8-t7f'Jy>-3-*^f^i:2 > 6-yMV7"n^ 

1 H — NMR £ (CDC1 3 ) 11.45(lH,brs) , 8.58(lH,br) , 7.65(lH,br) , 

15 6.96-7.40 (7H,m) , 6.03(lH.br) , 3.84(3H,s), 2.96(br) £3. 18(br) (£"£T 
2H) , 1.07~1.20(12H,br) 

N— [ 1 -**)l>- 4 - (4-* ^v7x-*) - l, 2-vfc Ko-2- 
**7-l, 8-t7f'Jv>-3-'f^) -N' - (2, 6-v-rv7°ne;v 
20 7x-;u) 7 1/ 7 



OMe 



25 
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->'K Kn-2-**7-l, 8 -t7f 'J v>- 3 -2//U*'>&£ 2, 6-v 
mp 1 7 9 - 1 8 2*C 

5 mmm 1 0 

N- Cl - ^V7'nt>-4- (3-^ ^v7x-^) - 1, 2-vfc Kn 
-2-*4rV-l, 8-t7f'Jv>-3-^l') -N' - (2, 6-/^77 



10 




15 HM!)7 i:W:fC, l--fV7*n^-4- (3-^h^>7x-;l/) - 

1, 2-vbKD-2-t^r7-l, 8--f 7f-'J i;>-3-*H"K>»fc 2, 

1H-NMR5 (DMSO-d 6 ) 8.58(lH,dd. J=4.6Hz , 2.0Hz), 7.75 (2H,br) 

. 7.62(lH,dd,J=4.6Hz , 2.0Hz), 7.40(lH,dd. J=7.9Hz. 7.9Hz), 7.24(lH,dd. J- 
20 7.9Hz ,4.6Hz), 7. 13-7. 18(lH.m) , 7.00~7.05(3H,m), 6. 91-6. 98(2H.m) , 

6.10(lH,br) , 3.77(3H.s), 2.86-2.96 (2H,m) , 1.63(6H.d. J=6.9Hz), 1.08( 

12H.br) 

%MW 1 1 

N - [1 - {2-* h*->xf-;u) -4- (3-> h*v7x-;u) -1,2 
25 -ytKn-2-t + 7-l, 8 - t7f 'J V > - 3 - 4 )V\ -N' - (2, 6 
-V-V V7"Dtf;U7x-;l') 7l/7^S 
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5 




(CH 2 ) 2 .OMe 



nnm7 tmm^ir. i- -4- (3-*b*-> 

7x-;i/) -l, 2-vfc Ko-2-**V- 1, 8-t7f'Jy>-3-*^ 

10 mp 1 6 4 - 1 6 5 "C 

H*t$J 1 2 

N- ( 1 ->^;u- 4 - (3-/b*->7x-/U) -1, 2-vtKn-2- 
8-t7f'Jv>-3-'f^ — N' - (2, 4-v7HD7i 




Me 



20 Hifcm fcFJlfcKLT, (3-n^fv7x-;i/) -1, 2 

-y'tKn-2-t^rV-l, 8 - 1 7^V V >- 3 -* ^**>^t 2 , 4-v 

mp 203-20 5^ 
UteflJ 1 3 

25 N- (1 4- (3-> ^v7i-)H - 1, 2-/HKD-2- 

t4v-l, 8--f 7f-'J v>-3--f^} -N' - (2, 4, 6 -MM*-* 
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MeO 




CH 3 



mm 7 tnm-Lx, 1-^^-4- (3-^*v7i^) -1. 2 

-ytKn-2-^V-l, 8 v>- 3 -* 2 . 4, 6 

mp >2 3 0*C 

I R ( K B r ) 2956, 1654, 1585, 1547, 1460, 1254cm -1 
H5fe#J 1 4 

N- (l-^;u-4- (3-^^v7x^;v) -l, 2-vV:Kn-2- 
t + v-l, 8— *-7*-'J s Jy-Z-4 1A -N' - (2-h'J7^n^f^ 
7i-;l') 7 b7<7)£-$ 



H^J7 i:Il]^HLr, l-^f-;U-4- (3->h + v7x-M -1, 2 
-yHFo-2-t^rV-l, 8-t7f'Jv>-3-* 2 - F 'J 7 

1H-NMR5 (CDC 1 3 ) 8.60(lH,dd. J=4.6Hz , 2.0Hz), 7.78(lH,dd. J- 
8.3Hz.2.0Hz) , 7.70(lH,d.J=8.3Hz ) , 7. 32-7. 54(4H.m) . 7. 12-7. 17(3H,m), 
6.90-6.98(3H,m), 3.85(3H.s), 3.80(3H,s) 




MeO. 



Me 
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10 



15 



20 



25 



mmm 1 5 

N- (1 ->^;U-4- (3-> ^>7i-J0 - 1, Kd-2 
**V-1, S- + 7f) V>-3-4)V) -N' - (2, 6-y^OD7x. 

MeO. 




3»J7 t^m^LX, \-**)V-4- (3-n^rv7x^) -1, 2 
-ytKn-2-t^rV-l, 8 -t7f 'J *>*>- 3 -*W>Kt 2 , 6-v 

mp 2 0 7 - 2 0 8"C 
HMfll 1 6 

N- [1 ->f-/w-4- (3->l>+y7x^) - 1 , 2-vt Kn-2- 
**V-1, 8-*7*'J v>- 3-4*0 — N' - (2-^on-3-tf;v 
AO 7U7<?>£$; 

MeO. 




%MW7 tlHjUlCLT, 1 - (3 -> h*->7x-A0 -1, 2 

-yt Kn-2-**V- 1 , 8-t7f 'Jy>-3-*^'>ti 3-7 5 / 

mp >2 3 Or 
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IR (KB r ) 1652. 1587. 1535, 1459. 1390, 1260cm -i 
H»J 1 7 

N- [ 1 4 - (3 -> h*v7x-/i0 - l , 2 - y t Kn- 2 - 

**V-1, 8-t v>-3-^^] -N* - (3, 5->'?od-2- 




H«7 ^ii:LT, l->^;W-4- (3-^^rv7x-^) -1, 2 
-yt Kn- 2-**7-l, 8-t7f 'Jv>-3-*^-K>iJ: 2-757 
-3, 5-v?nnt?>; v >^|cm£«£J& L£ c 

mp 7 8- 7 9*C 
1 8 

N- (1 -^f-^-4- (3-> ^v7i^) - 1, 2-y'H Kn-2- 
**V-1, 8-t7f , iv>-3-'f;V) -N' - (8-*7«Jjl,) 71^70 




Me 



#yfeflJ7 tlTOcLT, l->^^-4- (3->^v7i-M -1, 2 
-vtKD-2-^^7-1, 8-t7f 'Jv>-3-A;^'yti: 8-7< / 
-4 7'J >7^ibicgft£«#J£L£o 
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m p > 2 5 0 V 

IR (KB r ) 2924, 1710, 1661. 1641. 1545cm-i 
H&fll 1 9 

N- [ 1 ->f-JU- 4 - (3 -> h+v7i-;U) - 1 , Ko-2- 
**7-l, 8-t7f'Jv>-3-'f^ -N' - (2 h 4 h 




»6W7fcH*fcLT, l-p»f-/l'-4- (3-n**/7x^) -1, 2 
->'t Kn-2-t^V- 1 , 8- + 7^'J '>*>-3-*^sK>Rt 2 

mp >2 5 OX: 

IR (KB r ) 1715, 1664, 1645. 1588, 1550cm- 1 
HJfcfll 2 0 

N— C 1 ->^-;U-4 - (3--* Kv7x-^) - 1, 2-vt Kn-2- 
**V-1, 8-^7f-'J v'>-3-4A0 -N' - (2-^77'n^7x- 




I 



Me 

HM7 fcPMMcLT, l-^/U-4- (3-n*v7x^l/) -l, 2 
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-vfc Kn-2-**V- 1, 8 - t 7f 'J x> - 3 - * ^-f 2 - < V/ 
mp 2 0 8 - 2 0 9r 

nmm2 1 

5 N- (3-^F + v7x^;v) - l, 2-vkKn-2- 

**V-1. v>-3-'f^3 -N' - (2-xf^7x-;V) 7 
U7tf>£j£ 



10 




Me 

*»W7 traWcL'T, l-^f-^-4- (3-* b*'>.7x^) -1. 2 
-i/fcKn-2-5j-*V-l, 8 -t7f'J v>- 3 2 -if^ 
15 7 - 'J > * <b gSffc#& £ L fco 

mp 212-212. 5t 
HSfeff0 2 2 

N- [ 1 4 - (3-* h*->7i->U) - 1, Kn-2- 

**7-l, 8-* 7f-V vV-3-^ /u] — N' - (2-^77of;u-6- 
20 7i^7o£j$; 



25 




%MM7 fcPWlKLT, i-yf-/u-4- (3-^*->7x-;v) -1, 2 



WO 96/38445 



PCT/JP96/01429 



- 50 - 

Ko-2-t^V- 1, 8-t7f 'Jv>-3-*^**>it 2-4 V7 
mp 1 9 6 - 1 9 8"C 

%m\2 3 

5 N- Cl 4- (3-> ^->7x^) - 1, 2-vbKn-2- 

**v-i, 8— *-7f-y ->'■>- 3'-**] -N' --rf-;u7U70^ 



10 




I 



Hifeffill tra^LT, l->f-;u-4- (3-^*->7x-;v) -l, 2 
-vfc Kn-2-**V-l. 8- + 7f-V v>-3-*^**>^t7^;V7 5 
15 >^bill^i^^U: 0 
mp 2 0 8 - 2 1 0"C 
2 4 

N— [1 - ^f-^-4- (2-> h*v7x-;P) - 1, 2-vfc Kn-2- 
**V-1, 8-^7^>; *J>-3-4 /U] -W - (2. 
20 7x-;i/) »>U70£-Jjfc 



25 




WJ5t|5lIi:L-C> l 4- (2-^Ky7i-M -1,2 
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->'H KD-2-**V-l. 8-t7f 'J v>- 3 -*JU**>&£ 2, 6-v 
mp 1 7 9- 1 8 Ot: 

N- [1 -7^JU- 4 - (3 -> h*->7x-A0 - 1 , 2->'t Kd-2 - 
**7-l, 8-*7f-'J y*>-3--f^) -N' - (2, 6 - v -f V7*n Vf;b 




Hifcflls tisistat, 1-7^^-4- (3-^^->7x-;v) -l, 2 
-vHKn-2-t^V-l, 8-t7f'Jv>-3-*^**>Ki:2, 6-v 

mp 1 7 9 - 1 8 2"C 
HSfefll 2 6 

N- C 1 -^>f*- 4 - (3-n + ->7x-^) -1, 2-vfcKn-2 

-**V-1, 8-t7f'Jv>-3-^v) -N' - (2, 6-v-fvT'De 
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(CH2)4CH3 



2->'tKo-2-t + V-l ) 8-t7f'Jv/-3-*;l"-K>f i:2, 6- 
V 4 y .7° n f;U7 - V > <b SSft^ * L fc„ 

mp 1 8 9- 1 9 Ot: 
SfeHifll 2 7 

N- (1 - - 4- (3-^ Kv7x-;P) - 1, 2- 

•>*tKn-2-**V-l, 8-t7^'Jv>-3-^^] — N' - (2, 6- 




(CH 2 ) 2 CH(CH 3 ) 2 



HM!I5 tfWJ^ULT, 1- (3-^^^7f-;i/) - 4- (3-n + v7x 
- 1 , 2-vfc Kn-2 -* + v- 1 , 8-t7f 'Jy>-3-*^'f> 

2, 6 -v-r V7*n tr^7-'; >a»&*iifl:£i&fc*j£Lfco 

mp 189. 5-191t 
2 8 

N- [ 1 -7f-;u- 4 - (3-f'JviV) -1, 2 - v Kn- 2 - V- 
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10 



15 



20 



25 



- 53 - 

1, 8-t7f'Jv>-3-'f^) — N' - (2, 6 -vW 77 p nkT^7x. 




IPJ5tMlCLt, l-7f-*-4- (3-t:'Jv;i>) -1, 2-vfcK 
n-2-**7-l, v>-3-*)l'#>fkt2, 6-v-f77°n 

£&!K mp 1 7 0- 1 7 2t 
2 9 

N- (1 - (3 -vT/yne^) - 4- (3-> f + y7x-^) -1,2 
-vtKn-2-^-^fV-l, 8-^7^'; v>-3 — N' - (2, 6 

MeO. 




HJI$)5 i:*Lt, 1- (3-->7/7°ok:;u) -4- (3->h**> 
7i-il/) -1, 2 -vfc Kn- 2 -t^V- 1 , 8-^7f-'; v>- 3-*^ 
#>Ki 2, 6-vM 7 7 p ne;P7- 1 J ^fcgfflttfc&fc^ldcLfco 

mp 1 8 7 — 1 8 8. 5T: 
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%mm 3 o 

N- ( 1 4 -7x-;i/- l , 2-ytKD-2-++v-l, 8- 

•^7f-'Jv>-3-^ HO -N' - (2, 6->W77'ot>7x-^ 7U7 



5 




10 N- - (2-^no7x-;l/) - l, 2-v£Kn-2-t 

*V-1, 8-t7f'Jy>-3-'f^ -N' - (2, 6-v^V7°oe;u 
7x-^) ■71'T 3 5 Omg (0. 7 2mmol) ? / -)\< 2 0ml?#?£H, 3^7 
>^-7A 1 3 5mg (2. 1 5mmol) , 1 0 %'*y v7 A/M 1 0 OmgSrjD 

2 4 9mg (mmol) LTftfco 

mp 1 8 8- 1 9 0. 5t 
&Sfc0O 3 1 

20 N- - (3-tKo+->7x^M -1, 2— /KKn-2 

-**V-1, 8-t7f'Jy>-3--f^) — N' - (2, 6-v^V7°nfc; 
^7x^)^7(7)^ 
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5 




N- [1 -^f-;u-4 - (3-> K->7x-M -1, 2-v'kKn-2- 
**7-l, 8-t7f-'J v>-3-^^3 -N' - (2, b -V 4 *J-?vM))s 
7i-^) 7 1^7 1 3 1 Omg (2. 7mmol) f- U > 2 Onlfffti:, Or 

i:tHM*7|l. 7g (6. 7 5mmol) fcflTFU 6lNNRHJt#Lrt:o 

/A^t^t^ftLt, «e^»«r8 3 Omg (1. 7 6mmol) %^M%t L 

15 mp 1 5 2 - 1 5 5 TC 

*M#I 3 2 

. N- (1 -7 , f-;U-4 - (3 -fc Kn^v7x-;u) -1, 2-ytKo-2 
-t^v-l, 8-^7^'j v>-3--OV) -N' - (2, 6-vM77'nii 
*7x-*) >>I/7^)S 




1113 1 tmM^irN- (1 -7f-;u-4- (3-> K^i-JP) - 
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10 



15 



20 



1, 2--/tKn-2-t*v-l, S-t 7f-'J v>-3--r^) - N' - 
(2, 6 V7"Dtf;U7x-;u) 7 ^7^b^Mft£«£j£L£ 0 
mp 1 3 6 - 1 4 0V 
%MW3 3 

N- (1 4- (3-fc Kn*»>7x_;u) -1, 2-vfcKn-2 
-**7-l, 8-"f7f-'Jv>-3-^^) -N' -7f;^U7«M 
HO. 

II , 

H H 

Y ^(CH 2 )3CH 3 

0° 

HM3 1 tTOKLTN- [1 -^;U-4- (3 ^v7x^;P) - 
1, 2-vt: Kn-2-t^rV- 1, 8 - f7f J v>- 3 -'f ^) — N' -7 

mp 1 7 8 - 1 8 0. 5"C 

nam 3 4 

N- [l-7f-;P-4- 13- (2-7*h*'>iK*» 7i^l -1, 

KD-2 -**V- 1 , 8-*7f-'J ^] -N* - (2, 

6 -vV V7*D t>7x-M ">l/70^JS 

CH 3 -C— 0(CH 2 ) 2 0. 
O 




25 




N- (1-7^-4- (3 -t: KD*->7x-;i/) -1, 2-y'tKn-2 
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10 



15 



20 



25 



-**v-l. 8— f7f-'J •>*>-3-Y/u) -N' - (2, 
;i/7x-;u) 7U7 3 0 0mg(0. 5 9mmol) ODMF 1 OmlffttU, im\t-f~ 
h'J^i* (N a H) 23mg(0. 5 9mmol) fctJDx., M&ilTO. 5B*HHJt#L 
to K2-rntxf^98fflg(0. 5 9mmol) fciPx., 4 0-5 0ti:T6 

0 9mg (0. 3 5mmol) LTfcfco 
IH-NMR* (CDC 1 3 ) 8.53(lH,br) , 7. 65 (lH.br) , 6.98~7.44(9H.m) 

, 6.27(0.5H,br) , 5.72(0.5H,br) , 4.53(2H,br) , 4.44(2H,m), 4.20(2H,m), 
3.06(2H,br) , 2.11(3H,s), 1.72 (2H.br) . 1.45(2H,m), 1. 11-1. 24(12H.m) , 
0.96(3H.t.J=7.3Hz) 

%imz 5 

N— (1 ->^-4- [3- 13- (4-7x-;i/-l-^7y-^) 7° 
n*>>| 7i-/U] -1, 2-vfc Kn-2-**7- 1, 8-t7f ')•>'> 
— 3 — T ^3 -N' - (2. 6-/M77'Dt^7x-M 7 1/7^ 



(CH 2 ) 3 0 




3 4 tragic LTN- |l->^^-4- ( 3 - Kn*v7 x-jl>) 
-1. 2-yk Kn-2-**V- 1, 8— *-7f-'J -✓>- 3--OH -N' - 
(2, 7 7°ntT;U7x-;P) 7l/7fcl- - 

4 -7x-;be^7v*>^f>«iafk^!»Sr^L}to 
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J H — NMR S (CDC 1 3 ) 8.54(lH.m), 7.65(lH,m), 6. 83-7.42(14H, m) , 

6.10(0.5H,br) , 5.77(lH,br) , 4.09(2H, t, J=6.3Hz), 3.87(3H,br) , 3.22(4H, 
br) , 2.51~3.10(2H,br) , 2.64(6H.br) , 2.05(2H, t, J=6.3Hz), 1.11M.25( 
12H,br) 
5 %MM 3 6 

N- [ l -^f-;v-4 - 13- (2-7* h*vxh*v) 7x^;M -1, 
2-vfc Kn-2-**V- 1, 8-*7^'J v>-3--f^] -N' - (2, 
6 -vM y^D^7x^) 7 



10 




15 ^iS^!l3 4 t MffiliZ LTN- 1 1 -> f-^- 4 - (3 - KD**/7x-^) 

-1, 2->'EKn-2-t*V-i; 8-^7^'J v>-3-^ ;H — N' - 
(2, 6 -v'f V7"D tf;V7i-;W) «>l/7tftK2-7n*xf-;l/*>t>{iH<{: 

! H — NMR (J (CDC 1 3 ) 8.53(lH.m), 7. 62 -7. 74(lH,m), 6.87~7.40(9H, 

20 m), 6.13(0.5H,br) , 5.93(0.5H,br) , 4.43(2H,m), 4.20(2H,m), 3.93(3H,br) 
, 2. 94-3. 21 (2H.br) , 2.11(3H,s), 1.08M.26(12H,br) 

. %tim 3 7 

N-Cl-7^^-4- 13- (3-7^;WU'7'n^v) 7x-;U| - 
1, 2-->'fcKn-2-**7-l, 8-t7f 'J v>-3- / f^) — N ' - 
25 (2, 6->Vvyon>7x-;v) 7U7*>#|£ 
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5 




(CH 2 )3CH 3 



4 bMWtKLXH- \l-7T)i<- 4 - (3-tKo + ->7x^) 
-1, •2 -/tKn-2-t*V-l, 8 -± 7f-»J v>- 3 — f /U| -N* - 
10 (2, vynk?;U7x-;l/) 7U7£N- ( 3 -rat 7n 7? 

1H-NMR5 (CDC 1 3 ) 8.52(lH,br) , 7.79~7.82(2H,m), 7.64~7.68( 

3H,m), 6.82~7.36(9H,m), 6.21(0.5H,br) , 5. 78(0. 5H,br) , 4.54(2H,br) , 
4.07(2H.t,J=5.9Hz), 3.91(2H, t, J=6.9Hz), 2. 95-3. 20(2H,br) \ 2.23(2H,m), 
15 1.73(2H,m), 1.56(2H,m), 1.09-1.9(12H,m), 0.97(3H,brt, J=7.3Hz) 

%%m 3 8 

N- [l-^f-^-4- [3- 13- (4-7i-;V- 1 -tf^7V-;U) 7° 
n#*->| 7x-;i/]-l, 2-'>*k Kn-2-**V- 1, 8-t7f'Jy> 
-3-4*0 -N' -7f-;U7 

20 




HJ&$I3 4 fcRfllKL-CN- |l-^;u-4- (3 - Ko**>7x-/l0 
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-1, 2-V\L K-o-2-**v- 1, 8 *>*>- 3 -4*1 — N' - 

mp 120. 5-121. 5t 
3 9 

N- (l-7f-;U-4- 1-3- (3-?nn-/n*'4v) 7x^*| -1,2 
-ytKn-2-**V-l, 8-t7f'J v>-3-^^] -N* - (2, 6 
-5M V7*ne;i/7x-;i') ->U7^)S 




N- 1 1 4 - (3-HKoJfv7x^) -1, 2-vHKn-2. 

-**v-i, 8-t 7f-y 'jy-z-JM -w - (2, 6-vWV7'Dt' 

;U7i-;i^) 71^7 1 0 0 Omg (1. 9 5mmol) > 1-7d^-3-^od/d 
><> 4 6 0«g(2. 9 3mmol) ODMF 1 OmlftftC&ft* 'J 7 A 6 7 3mg 
(4. 88mmol) tin*., 5 0 - 6 0 *C\ZX 6 B*WWt#Lfco J&fc^ *K£ 

5 0 : 5 0) T*ffi^L^4^>T^H B a^L«Mfb^t;^ 1 0 2 Omg (1. 
7 3mmol) LT^fco 

mp 1 3 8- 1 4 Ot: 
Slifcfll 4 0 

N- Cl- (3-v7^7"nk» -4- 13- (3-^pn^n#+-» 
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7x-;M -1, 2-y'K Kn-2-**V- 1, 8-t7f 'J v>-3-^ 

-N* - (2, 6-/'fvyDt>7x-Ji/) 71/70^ 
CICH 2 (CH 2 ) 2 0 



%nm.3 9tmmzLx. n- u - (3-/7^0^) -4- (3-t: 

Kn*v7x-;U) -1, 2-yHKo-2-t+V-l, 8-t7f'Jv>- 
-N' - (2, 6-y'fv7ot , ]V7x-M 7 1'T 1 -7*n*- 
3 - ? □ n 7° n / n- > frh llft^ £ L fc 0 
1H-NMR5 (CD 3 OD) 8.60(lH,d, J=4.6Hz), 7.72(lH,d, J=6.3Hz), 

7.45(lH.dd,J=7.9Hz,7.9Hz,). 7.07~7.25(5H.m). 6.96(2H.br) , 4.78(2H.t,J= 
6.6Hz), 4.16(2H,t.J=6.6Hz), 3.75(2H,t, J=6.6Hz), 2.95~3.05(2H.m), 2.60( 
2H,t,J=7.2Hz) 

mmm 4 1 

N- [1 -7*^-4- 13- (3 ^ 7*o***y) 7x^;H 

-1, 2-vhKn-2-t*7-l, 8-t7f , Jv>-3-'f^ -N* - 
(2, 6-yM77 , Dt:>7x-ik) 71/7^ 




(CH 2 ) 3 CN 




(CH 2 )3CH 3 
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10 



15 



20 



N- 1 1 -7?7U- 4 - (3-kKD + -/7x-Jl/) -l, 2-vfcKD-2 
-**7-l. 8-t7f'Jv>-3--f;M -N' - (2, 6->Wvynt' 
;P7x-;U) 7 1/72 0 Omg (0. 4mmol) , §m$ 'J 7A 1 6 6mg (1. 2 
ramol) \ 3 7ftt h V 7 A 5mg<7)DMF 1 OmligMH, M&CT 3 - >V 
75;7*n^D?-f K&fttt6 3mg£tJD;i, 6 0-7 OVKX 1 O^ffltt^ 

(10%^^-;^dd*;u) tHIJLT, SSffc£& £ 8 8 mg 
(0 . 1 5mmol) #3t 0 

iH-NMR^ (DMSO-d 6 ) 8.59(lH,d. J=3.3Hz), 7.76(lH,s). 7.74UH. 

s), 7.61(lH,d,J-6.6Hz), 7.38(lH,dd, J=7.6Hz, 7.6Hz, ), 7. 12-7.26(2H,m), 
6.98-7.04(3H,m), 6.85-6.91(2H,m), 4.52(2H,br) , 3.99(2H, brt, J=6.9Hz), 
2.85-2.95(2H,m), 2. 38(2H, t. J-6. 9Hz), 1.82-1. 91 (2H,m), 1.65-1. 75 (2H,m) 
, 1.37-1.47(2H,m), 0. 95-1. 00(15H,m) 



N- {l-**fr-4- (3-^>v>^y7i-)l') -1, 
-2-**V-l, 8-t7f 'J->'>-3-^V] -N* -7*frt")l/7^)S 



HifcffiU 1 fc-RMUcLTN- [ 1-^^)1-4- (3 -H Kn*->7x-;u) 
-1. 2-vfc Kn-2-**V-l, 8-t7f'Jv>-3-'f^] -N' - 




Me 
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mp 1 8 3 - 1 8 4*C 

N- (1-7^-4- 13- (4-t:*Mv;U* h*v) 7i-;H -1, 2 
->'tKn-2-t+7-l, 8-t7f'Jy>-3-'f;v] -N* - (2, 6 




MMM4 1 tMKLT, N- )l-y^;p-4- (3-tKD^f->7x- 
-1, 2-vt: Kn-2-**7- 1, 8— f7f-'J V>-Z-4M - 
N' - (2, 6-vM7 7of^7i-;i/) 7 U7t 4 -kf =r 'J ;u^n^ * Ktt 
BOW* b gSlt^ Sr'&JSScL^o 

mp 1 5 7 - 1 5 SV 
HM4 4 

N- [1 -7f-^-4- 13- (2-kf'J v;U> h + v) 7x-;U| -1, 2 
-vtKD-2-t^V-l, 8-t 7^'J V>-Z-4)V} — N' - (2, 6 
- v7o kf;U7x-;u) >)l/7^jfi 




(CH 2 )3CH3 



WO 96/38445 



PCT/JP96/01429 



- 64 - 

1 tmm^lX. N— |l-rf^-4 - (3-tKo^rv7x- 
>U) -1, 2-vtKD-2-t + V-l, 8-t7f 'J •>*>- 3 — -f JU| - 
N* - (2, 6 -vM vyo^7i-^) 7V7i2-f3'J;^07'f 

m p 1 4 5 - 1 4 6 r 

4 5 

N- [1-7*^-4- 13- yV7 , o^y) 7x-^| - 

1, 2-vtKo-2-t*7-l, 8 -t7f 'J v>- 3 --TAO -N* - 
(2, -6 -v-f 7 7*0 e^7x-;U) -7 U7<7>£-j£ 




(CH 2 )3CH3 



»J4 l^ICLt, N- ll-r^/U-4- (3-U'o + y7xX 
-1, 2-vfcKn-2-**V-l, 8 —f 7^'J v >- 3 - f M - 
N' - (2, 6 - 77*0 kf;i/7i-;l/) 71^7i:N- (3-7D07*ot: 

mp 1 4 2 - 1 4 5 r 

ISfJ 4 6 

N- Cl-7*^;u-4- 13- (2->W7</xhify) 7x-;u| - 
1, 2-/tKo-2-t*7-l, 8--f7f-';->*>-3--f^] — N' - 
(2, 6 -vM 77"ne^7x-;i/) 7l/7(0M 
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(CK 2 )3CH 3 



HffifflM 1 tmmzLX. N- |l-T^;i/-4- (3-fc Kn*v7x- 
)V) -1, 2-vfc Kn-2-**y.-l, 8-t7f l Jy>-3-'f;l'l - 
N' -(2, 6->'-fy^o^7x-*) ^l/T^-y'xf^T^xfjV 
10 &»ffc*!» *GWLLtZo 

i&BM m p 1 4 1 - 1 4 4 r 
HM0O4 7 

N- (1 -7*^^-4 - 13- (2-/Vf;V7^xf^-» 7x-;l/| - 
1, 2-vU'D-2-t^V-l,'8-t7f'Jv>-3-^l'] -N' - 
15 (2, 6-y-fV^ne/l/7t-Jl) •'JUTOt* 



20 




(CH 2 ) 3 CH 3 



i tmm^ix. n- 11-7*^-4- (3-kKo+->7x- 

^) -1, 2-ytKD-2-t*v-l, 8 -7-7f-'J v>- 3 -4 ;H - 
N' - (2, V7*okT;l/7x-;W) 9V7t 2 -->'>f-/U7 5 /xf;v 

25 K£&&^f^£«#j£L£ 0 

!H-NMRa (CD 3 OD) 8.59(lH,d, J=4.6Hz), 7.72(lH,d. J=6.3Hz), 
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7.44(lH.dd,J=8.3Hz,8.3Hz) . 7. 15-7. 22(3H.m) , 7.07(2H,d, J=7.3Hz), 6.98( 
2H.m), 4.64(2H,t.J=7.6Hz), 4. 15(2H. t. J=5.0Hz), 2. 96(2H, sep, J=6.9Hz), 
2.83(2H,t,J=5.0Hz), 1.70-1. 81 (2H.m), 1.40-1.55(2H,m), 1. 10(12H,d, J= 
6.9Hz) , 1.02(3H,t.J=7.3Hz) 

5 $mm* 8 

N— [ 1 -7*f-^- 4 - 13- (3-'<>vH + v7 , D^-» 7i-;V| 
-1, 2-S>fcKn-2-**7-l. 8 - 7 -f- 'J v > — 3 - -Y ^) — N ' - 

(2, 6-/'fvyoe^7x-^ -)i/7wiis 



10 




(CH 2 )3CH 3 



15 HJ&0O4 1 fclTOlCLT, N- \l-7**-A- (3-fcKn*v7x- 

*) -1, 2-vH Kn-2-**V- 1, 8 - + 7f-'J ->*>- 3 - 
N' - (2, 6 - V4 V7*ne;i/7x-;i') ■)U7^>v> 3-7n^e7n 

1H-NMR5 (CD 3 OD) 8.58(lH.br) , 7. 72 (1H, d. J=8. 3Hz) , 7.39(lH,t, 

20 J=7.9Hz), 6.94-7.29(12H,m) , 4.63(2H,t, J=7.6Hz), 4. 12(2H. t, J=5.9Hz.) , 
3.66(2H,t,J=5.9Hz), 2.90~3.00(2H,m), 2.00-2. 10(2H.m), 1. 73-1.85(2H,m) 
, 1.48-1. 56(2H,m), 1. 10(12H, d, J«6. 9Hz) , 1.02(3H,t,J=7.3Hz) 
Hi£fl)4 9 

N - [1- (3-v7/7 , atf;i/) -4- 13- (2-7-b^yi^v) 
25 7x-;W| -1, 2-vH Kn-2-**V- 1, 8 - + 7* 'J v> - 3 - 4 
-N' - (2, 6-vM V7 , nkT;W7x-;w) 7U70£j£ 
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(CH 2 ) 3 CN 



nnw4 ltmmzix, n- ii - (3-v7/ynt» -4- (3-t: 

Ko^->7x-M -1, 2->'HKD-2-*^rV-l, 8-t7f'Jv>- 
3-^kl -N' - (2, vyDE>7i-)i/) "7^7i:l^2-7n 

'H-NMR $ (CD 3 OD) 8.60(lH,d.J=2.6Hz), 7.72(lH,d, J=6.3Hz), 

7.46(lH,dd.J=7.9Hz,7.9Hz) , 7.07~7.25(5H,m), 6.98(2H,br) , 4.78(2H,t.J= 
6.9Hz.) , 4.38(2H,t,J=5.0Hz), 4.22(2H,t, J=5.0Hz), 2.86~3.00(2H,m), 
2.60(2H,t,J=7.3Hz), 2. 10~2.22(2H,m), 2.05(3H,s), 1. ll(12H,brd, J=5. 9Hz) 

nmm 5 0 

N- (1- (3-y77 7°ne;U) -4- 13 - (2->*xWUxh^ 
v) 7x-;w| -l, 2 -vfc Ko- 2 -**V- 1 , 8-f7f'Jy>-3- 
-N' - (2, 6->My7Dt>7x-ji/) ^UT©^ 




HM#J4 1 -hTOcLT, N- 11- (3-v7/7°nt:;u) -4- (3-fc 
Ko#v7xiM - 1 , 2-v'bKo-2-t*V-l, 8-t7fJv>-. 



WO 96/38445 



PCT/JP96/01429 



- 68 - 

— N' - (2, 6 -V4 yyok*;U7i~;u) -!;l/7i2->'xf^ 

1H-NMR5 (CDs OD) 8.58(lH.dd.J=4.6Hz. 1.6Hz) , 7.70(lH,dd, J- 
7.9Hz, 1.6Hz) , 7.45(lH.dd,J=7.9Hz.7.9Hz) , 7.06~7.22(5H,m), 6.96(2H.br) 
, 4.75(2H.t,J=6.9Hz). 4. 14 (2H, t, J=4Hz), 2.92~3.04(4H,m). 2.69(4H.q,J= 
6.9Hz.) , 2.57(2H.t,J=6.9Hz), 2. 12~2.02(2H,m), 1. 06-1. 12(18H,m) 
HM$I5 1 

N- C 1 -7^;l/-4 - 13- 7^-;W -1, 

2-v-fc Kn-2-**7- 1, 8-t7^'J v>-3 -4*1 -N' - (2, 




N- [1-7^^-4- 13- (2-7-t h*vxh*v) 7xx;u| -1, 
2->'t 1, 8--f-7f-V v>-3--f^] -N' - (2, 

6-yMv7oe;U7i-^) 7P7 19 6mg(0. 3 3mmol) O^y-JH 
Oml^lC^* 'J 7 A 1 lmg^jDx., ISCt 4 B# ffliJt# L£ 0 TKfcflDx., ft 

fco SETilli, x-r^/^^-t>T'^ B B H fbtT^M^^ 1 4 5mg 
(0. 2 6mmol) *#£ 0 
rap 106-11 Ot 

%mm 5 2 

N- ( 1 4 - 13- + 7xX)H - l, 
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15 
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- 69 - 

Kn-2-**V- 1, 8--f-7*-'J v>-3--f^] -N' - (2, 
6 -5M V7°o k!^7x-M -)1/7(7)M 
HOCH 2 CH 2 CK 









H 




N 






1 




Me 






HMM5 1 £TOKLT, N- [l-*f-;u-4- 13- (2-7-bh^fvx 
F^v) 7x-;H - 1, 2-vt 1, 8-t7f 'Jv>- 

3-^] — N' - (2, 6-yMvyn^7x^;l') OUT^hmmit^ 

1H-NMR5 (C D C 1 3 ) 8.53(lH.dd.J=3.6Hz ), 7.42(lH,m), 6.89— 

7.42(9H,m), 6.11(0.5H,br) , 5.86(0.5H,br) , 4.13(2H,br) , 3.96(3H,br) , 
3.87(2H,br) , 2. 90-3. 25 (2H, br) , 1. 09-1. 29(12H,m) 

mm® 5 3 

N— [1- (3-y7;7*Dt:» -4- 13- (2-t Ko^yx^v) 
7x-;H -l, 2-ytKD-2-t*V-l, 8 - 1 7* V v>- 3 - >f 
;U] -N' - (2, 6-y'f77'Dt , ^7xX^) 7b7<D-£)& 

HOCH 2 CH 2 0- 



25 




mnms 1 tmm^ix. n- o-yr^n^) -4- 13- 
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+ 7x^H -1, 2 - V t Ko- 2 -**7- 1 , 
8-^7f-'J 5>>-3-4 -N 1 - (2, 6-y-fV^D^7ii*) •> 

'H-NMR 5 (CD 3 OD) 8.60(lH.d, J=4. 6Hz), 7.73(lH,d, J=6.3Hz), 

5 7.45(lH.dd,J=8.3Hz,8.3Hz) , 7.07-7.25(5H,m). 6.95~6.98(2H,m), 4.78(2H, 
t,J-6.9Hz), 4.08(2H,t.J=4.9Hz), 3.87(2H, t, J=4.9Hz), 2.93~3.04(2H,m), 
2.60(2H,t,J=7.3Hz), 1.12 (12H.br) 
4 

N-- Cl -7^-4 - 13- (3-fc Kn*->7n#*y) 7x-;u| - 
10 1, 2-vfc Kn-2-**V- 1, 8-t7f'Jv>-3-'fJi'] -N' - 
(2, 6-v''fV7Dt , ^7i-;V) -71/7^i 



15 




(CH 2 )3CH 3 



N- [ 1 -7*f-^- 4 - 13- (3- / «>^t*'>7n#**» 7x-;M 
-1, 2-ytFn-2-t + v-l, 8 - ± ~7* V v > - 3 - * ^3 — N* - 
20 (2, 6-v-f V7*n U^7i-^) 71^73 1 6mg (0. 4 8mmol) tf>^? 

y-;U2 0ml^tC % 3r$7>*-7£9 lmg (1 . 4 4mmol) , 10%^7V 
7 A|t3S 1 0 0mg£l!nx.> 1 0iinWl/: s -te^nfiiBU 

A±T«L/Co «ET«*S&, V'J*m7A^D7^77<- (1~ 
Htt£«8 5mg (0. 1 Smraol) 
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l H-NMR 8 (CD 3 OD) 8.58(lH.dr) . 7.72(lH,d. J=8.3Hz), 7.42(lH. t. 

J=8.3Hz), 7.06-7.20(5H,m), 6.95(2H,br) , 4.63(2H, t. J=7.3Hz), 4.10(2H.t, 
J=6.3Hz), 3.72(2H.t,J=5.9Hz) ( 2.96(2H,sep,J=6.6H2), 1.99(2H, t, J=6.3Hz), 
1.78(2H,br) , 1.47(2H,br) , 1. 10(12H,d, J=6.6H2) , 1.02(3H. t, J=7.3Hz) 

mmms 5 

N- [ 1 -7*fr- 4 - 13- 7x-;v| -1,2 

8-^7^'j v>-3-^f^] -N' - (2, 6 

H 2 NCH 2 CH 2 CH 2 0 




1ST 
I 

(CH 2 ) 3 CH 3 

15 N- [1 -7f-;V-4- 13- (3-7^H5K^n#*i/) 7x^| - 

1, 2-vtKo-2-i*V-l, 8-t7f'Jy>-3-'f;v] — N' - 
(2, 6-V-fV^n^7x-^) 7l/7 15 7mg(0. 2 2mmol) <*>x* 
S-)\>1 OmlgfttC, K7v>-7KfDtn OOmg (2mmol) * SriJDx, MiSl" 
T 3 l$mtt& t fco itK Sr aaift, «ET»*fi I fc« tt<fc> f - U > SrSOx., TO 

20 «iISiJU a«fr*ET*BLfc. vnW7i^7h^7^- (1 
0%^^7-JU/^nn*;UA) -CffifiLTSflMfcfc&fc 5 8mg (0 . 1 Ommol 

) Ufco 

m p 10 6-1101: 

%nm 5 6 

25 N- [1 -7*^^-4- [3- 13- (1 -A \ 7*n#*->| 7x 

-;V]-1, 2 ->'k Ko- 2 -**7- 1 . 8- + 7f-'J->*>-3-'f ^] ~ 
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4 I 7mg (1 . 4 3mmol) > ft»* , J«)A2 4 6mg (1. 7 8mmol 

) > 3#ffc*HJ*A3 5mgWDMF2 Oml&SifcK, gffiKTN- [1-7** 
10 ^-4-13- 7x-;H -1, 2-vtKo-2- 

8--f v>-3 ->fA0 -N' - (2, 6-vW7*nkf;l/ 
71^77 0 Omg (1. 1 9mmol) SrJDx, 5 0-6 Ot(:tl 0B$m 

15 77<- (5%^/-V^nn*U) -CflHiLT, Mfc&tt * 2 8 6 mg 
(0. 4 6mmol) f#fc 0 

iH-NMR $ (DMSO- d 6 ) 8.60(lH,d, J=4.6Hz), 7.76(lH,s), 7.74(1H, 

s), 7.61(lH,d,J=7.0Hz), 7.60(lH.s), 7.40(lH,dd, J=7.9Hz, 7.9Hz) , 7.12- 
7.26(3H,m), 7.02-7.05(3H.m), 6.86-6. 93(3H,m), 4.53(2H.br) , 4.08- 
20 4.14(2H,m), 3.93(2H,t.J=5.6Hz). 2.85-2.95(2H,m), 2.20(2H,br) , 1.72(2H, 
br) , 1.39-1.47(2H,m). 0.97~1.24(15H,m) 
HffiflJ 5 7 

N- (l-7^;l/-4- [3- 13- (1, 2, 4-F'J7 > /-;i'-l-'f 
)V) 7n****>| 7x-;u] -1, 2->'HKo-2-t#V-l, 8--f7^ 
25 1 J > — 3 — T AO -N* - (2, 6-->W 7 7ofcT;i/7x-;u) 7 1/70M 
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(CH 2 )3CH 3 



mmms etrnm^ix, n- [1-7*^^-4- 13- (3-^dt , d*' 

^rv) 7jl-;K -l, 2-y'tKD-2-t*V-l, 8 v>- 3 
->f/U] -N" - (2, 6-vWV/Dt>7x^) 7b7i:l, 2, 4-h 

10 7v*-;i^iim£«£j&L£o 0 

1H-NMR5 (CD 3 OD) 8.60(lH,d, J=3.0Hz), 8.43(lH,s), 7.96(lH,s). 

7.71(lH,d,J=7.9Hz), 7.43(lH,dd, J=7. 9Hz, 7. 9Hz) , 6. 94-7. 23(7H,m) , 4.64( 
2H,brt,J=4.6Hz), 4.44(2H,brt, J=4.4Hz), 4.03(2H,br) , 2.90-3.05(2H,m), 
2.37(2H,m), 1.75-1. 85 (2H,m), 1.45-1. 56(2H,m), 0.99-1. 11 (15H,m) 

15 mmm 5 8 

N- [1- (3-7?;M 5 Kynk» -4- Kv7x^) - 

1, 2-vfc Kn-2 -t^v- 1, 8--f 7?-<J v>- 3 -'f rtO — N' - 
(2, 6 - v-f V7nk>7x-;v) ^UT<7)^JS. 
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5 




10 N- (4 - (3 -> F*'>7ii*) - l , 2-ytKD-2-*^V-l, 

8-*7f-'J v>-3 -4/10 -N' - (2, 6->V7 7'Dt:>7x-^) 7 
U72 0 Omg (0. 4 3mmol) , N- (3 - 7n^e 7°n f ;u) 7^/U4 5 Kl 3 
3mg (0. 5 Ommol) ODMF 1 Omli&ifcK^fcK* V 7 A 1 1 4mg (0. 8 3 
mmol) *ta*.s 5 0-6 OlCfcr lB#B«j$Lfc. ftjxf 

15 L „ U ^> v 7A±« L /Jo WE 

Tifcffi& % y'J*yi^7i?07^-77^ - ( l ~ 3%^ * /-/u/* dd 
T-ffl^L^^^>T'^B B a fkL-niM^^^ 2 2 9mg (0. 3 5mmol) 

J H-NMR $ (CD 3 OD) 8.40(1H, dd, J=4. 6Hz, 1. 7Hz) , 7. 78-7. 96(4H,m) 

20 , 7.72(lH,dd,J=7.9Hz,1.7Hz) , 7.48(lH,dd,J=8.2Hz,7.9Hz,), 7. 04-7. 27(5H, 
m), 6.93-7.02(2H.m), 4. 66-4. 78(2H, m), 3.90(2H, t. J=6.9Hz), 3.87(3H.s). 
3.02(2H,sept,J=6.6Hz) , 2. 17-2.35(2H,m), 1. 13(12H, brd, J=6.6Hz) 

nmw 5 9 

N — C 1 — (3-7-S J~fu\£fr) -4- (3-> Kv7x^) -1,2 
25 -ykKo-2-t^V-l, 8 —f7*V •>*> - 3 - 4 /lO -N* - (2, 6 
- v*4 V7n t';i/7x-/u) ^ U7 <7)&J& 
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MeO. 



10 



15 



20 



25 




(CH 2 ) 3 NH 2 

mmms stmm^tx. n- ci- (7**43 v-fm^) -4- (3- 

^ + v7x-^) -l, 2-vk: Kn-2 -**V- 1 , 8-t7f'Jy>- 

3-4;u] -N' - (2, 6-v4v7oe;i/7x-;w) ^vr^h^mt^ 

1H-NMR5 (CD 3 OD) 8.40(lH,dd, J=4.6Hz, 1.7Hz) , 7.78~7.96(4H,m) 

, 7.72(lH,dd,J=7.9Hz,1.7Hz) , 7.48(lH,dd. J=8. 2Hz, 7. 9Hz, ) , 7.04-7.27(5H, 
m), 6.93~7.02(2H,m), 4.66~4.78(2H.m), 3.90(2H, t,J=6. 9Hz), 3.87(3H,s), 
3.02(2H,sept,J=6.6Hz) , 2. 17-2. 35(2H,m), 1.13(12H.brd, J=6.6Hz) 

nmm e o 

N- (1- (3 3 y 7ntf;i/) -4- (3 f *>>7x-^) 
-1, 2->'tKn-2-t*V-l, 8-t7f'Jv>-3-'f^] -N' - 
(2, 6-v-f v7nf;U7i-;u) 

MeO. 




(CH 2 ) 3 NHCOCH 3 

N- Cl- (3-7<;7nk» -4- (3 -> h^v7x-;U) -1, 2 
■*>*t Kn-2-**V- 1. 8-t 7f-'J v>-3-4*] -N' - (2, 6 
v*4 7 7Dt>7 x-JU) 7U75 0mg(0. lmmol) £ If 'J >*> 1 alKftffi 
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U l«0. 5ml$rJOx, 4 0#HMt#Lfc. MJETitasm, fr&ffi&l? 
D7 h^7 7-f-CTffi$?LT^k»^4 9mg (0. 0 9mmol) W?z 0 
1H-NMRS (CD 3 OD) 8.65(lH,dd,J=4.6Hz,1.7Hz) , 7. 77(lH,dd, J= 

7.9Hz.l.7Hz) , 7.50(lH,dd,J=8.2Hz.8.2Hz.), 7.05~7.36(5H,m), 6.95~7.03( 
5 2H,m), 4.78(2H,t,J=6.6Hz), 3.88(3H.s), 3.04(2H, sept, J=6.6Hz) . 2.79(2H, 
. t,J=6.9Hz), 2.00~2.18(2H,m), 1. 15(12H,brd. J=6.6Hz) 
nMm6 1 

N- [1- (3-^> > »t d rv7'ofc , Jl/) - 4- (3-^#v7x-^) 
-1, Kn-2-**V-l, 8-^-7f-'J ->*>- 3 -4 flO — N' - 

10 . (2, 6-v''fV7 p Dk>7x-;b) -JI/TO^JS 



15 




«»«5iPil»i:U, 1- (3-^>y'H^yyok» -4- (3-> 
Kv7x^) -1, 2-vfcKn-2-**V-l, 8-t7f'Jv>-3 

20 iH-NMR^ (CD 3 OD) 8.63(lH,dd. J=4.6Hz. 2.0Hz) , 7. 75(lH.dd, J- 

7.9Hz,2.0Hz) , 7.48(lH,dd,J=8.3Hz,7.6Hz) , 7. 03~7.40(10H, o) , 6.90- 
7.00(2H,m), 4.82(2H.t,J=7.3Hz), 4.52(2H,s), 3.87(3H.s), 3.71(2H,t,J= 
5.9Hz), 3.03(2H,sept,J=6.6Hz) , 2.18(2H,m), 1. 14(12H,brd, J=6.6Hz) 

%Wi 6 2 

25 N- (1- (3-fc Kn + vynvf/u) -4- (3-> b*->7x-;u) - 

1. 2-->'fc Kn-2-**v- 1. 8-t7f , Jy>-3-'f^] - N ' - 
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5 




N- (1- (3-^>v>^->yDk';i/) -4- (3 -* h*v7x-;U) 

-l, 2-yt Kn-2-**v- 1, 8—f7f-«; /u) -n* - 

(2, 7 7°n tf;U7x-;W) -)l/7 1. 3 1g(2. 1 2mmol) <0x? 

10 y-;U8 OmlitC, 1 0%^7->'^^|l 5 0mg£in;t7ft3§#H^T\ MS 
KT3B#TO#L£ 0 1 2N^lml^SDx., 5£ 2B#M**£ffl$C7\ IfiC 

**774- (l-3%^^-V^nn*M) THIRL TfEjBfl:*** 1. 
1 2 g (2. 1 2mmol) f*fc 0 
15 J H-NMR S (CD 3 OD) 8.65(lH.dd,J=4.6Hz.l.7Hz) , 7.79(lH,dd,J= 

7.9Hz,1.7Hz) , 7.49(lH,dd,J=8.2Hz,8.2Hz) , 7.05~7.35(5H,m), 6.95-7.04( 
2H.m), 4.79(2H.t,J=7.3Hz), 3.87(3H.s), 3. 71 (2H, t, J=6. 3Hz), 3.03(2H,sept, 
J=6.3Hz) , 2.10(2H,m), 1. 15(12H,brd, J=6.3Hz) 
IP] 6 3 

20 N- [ (1 - t e r t -7 h * v * *)V) -4 - (3-> 

7^-;u) - l , 2-y'H Kn-2-^v - 1, 8 - * 7f-'J v >- 3 - >f 
;u] _ N - _ ( 2( 6-yWV7"o^7i-^ ^l/70M 
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CH 2 COOC(CH 3 ) 3 

nnw5 stmmztXs n- C4- o-> b*->7x=./io - 1 , 2-v 

tKo-2-t+V-l, 8-^7^»J v>-3-^;V] -N' - (2, 6-v 
^;y.Dk>7xx;v) 7lx7£7n^S^t e r t - 7 J-fr 
10 £j£L£ 0 

1 H — NMR d (CD 3 OD) 8. 59(1H, dd, J=4. 6Hz, 1. 7Hz) , 7.78(lH,dd,J= 

7.9Hz,1.9Hz) , 7.51(lH,dd,J=7.9Hz,7.9Hz,), 6.95~7.35(7H,m), 5.32(2H,s), 
3.88(3H,s), 2.93~3.12(2H,m), 1.53(9H,s), 1. 14(12H,d, J=6.6Hz) 
4 

15 N- [ 1 -ij)l>#*i//*fr- 4 - (3-^Ky7x-^) -1, 

Kn-2-**7- 1, 8-t7f'Jv>-3-^^] -N' - (2, 



20 




N- [ (1 - t e r t -7F + y*W^;MfM -4- (3-> 
25 7i-)b) -l, Kn-2-**7-l, 8 -t7f'J v>- 3 - >f 

^] -N' - (2, 6 -v-f 77*D f;U7i-^) 7 U7 1 1 Omg (0. 19 
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mmol) 0&{fc>-f ^> 2 OmlfcifcU Hj7>U*nftKlml (13ramol) fcjDx.* 
MfiKT 1 . Lfc. SETgll, U 4 NNaOH*M 

5 IE7III, ^ffl»JS^n-7h^7 7-f--C««LT, &Sfl:#«5fc4 1 mg 
(0. 7 7mmol) fSfc 0 

>H-NMR£ (CD 3 OD) 8.50~-8.65(lH,m), 7.78(lH,d. J=7.6Hz), 7.50( 

lH.dd.J=7.9Hz,7.9Hz) , 6.96~7.38(7H,m), 5.40(2H,s), 3.88(3H,s), 2:92( 
2H,m) f - 1.14(12H,d,J=6.3Hz) 

io mmm6s 

N- [1- (2 -fc Kn*vxf-;u) -4- ( 3 h * v7 - 1, 
2-5?fcKn-2-**V-l, 8-t7f'J->'>-3-^^] — N* - (2, 



15 




20 Xtt0l5 StmUKLXs N- (4- (3-* h + v7x-Jl.) - 1, 2-v 

HKn-2-t^V-l, 8-7-7^'j v>-3 --f AO -N* - (2, 6-v 
V7*oe;i/7i-;i/) U7£ 2 - rn^x^-;M>^lfl:^ft^SL 

!H-NMR5 (CD 3 OD) 8.63(lH,dd, J=4.6Hz, 1.6Hz) , 7.76(lH,dd, J= 

25 7.9Hz,1.7Hz) , 7.50(lH.dd.J=7. 9Hz,7.9Hz, ), 6.95~7.35(7H,m), 4.89(2H,t, 
J=5.3Hz), 3.98(2H.t,J=6.3Hz), 3.87(3H.s), 2.92-3. 13 (2H.uO, 1.15C12H. d! 
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J=6. 6Hz) 
Hffifll6 6 

N- [1- (4-fcf'J ->*;i/>^;u) -4- Kv7i-^) -1,2 

-yt:Kn-2-t^V-l, 8 —f7f-'J v > - 3 - i )V] -N' - (2, 6 
5 ->Wv/d^7x;;1/) 9U7«>6-j£ 




HM#0 5 8fcE&KLT, N- [4- (3-> h**/7x-*) - 1, 2-v 
tKD-2-t^V-l, 8-t7f'jy>-3-^] -N* - (2, 6-v 
15 ^V7 , oti , ;V7x-^) -7b7i 4 -b'n'J/^n^'f KttBMfca^Sflffc'fr* 

1H-NMR5 (CD3 OD) 8.57(lH.dd, J=4.6Hz, 1.7Hz) , 8.40-8. 50 (2H.m) 
, 7.97(lH.dd,J=7.9Hz,1.7Hz) . 7. 51 (1H, dd. J=8. 6Hz. 7. 9Hzj , 7. 38-7. 48(2H, 
m), 6.99~7.35(7H.m), 5.94(2H,s), 3.88(3H,s), 2.93-3. 13(2H,m), 1.14( 
20 12H,d,J=6.3Hz) 

mmm 6 1 

N— ( i — (3-y^f->U7 5 y7*ntr;u) - 4- (3-> ^•>7i-/i') 
-1, 2-V\L + 1, 8-t7f'Jy>-3-^^ - N' - 

(2, 6 — >Wy7*n^7x-Jl) ->U7^t 
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5 




(CH 2 ) 3 N(CH 3 ) 2 

N- Cl- (3-75 J -fuM)V) -A- (3-* ^y7x-^) - 1 , 2 
-v'HKo-2-t^V-l, 8-t7f'Jy>-3-^H -N' - (2, 6 
-yfV7'n^7x-^) ^U7 10 0mg(0. 1 9mmal) 0^^y-;U5ml 
10 i&ifcfc, 3 0%HC 1 /x?y-;^h|, 3 7%*;K7^f t K*i#t4 
6mg (0. 57mmol), vWJ*#uj\>( Yyj K3 6mg (0. 5 7mmol) £JI 
£i£KT3 0#P^*t#L/:o 7kK£tt, ^7 >*-7*tMJtf£14i * U 
Sti f * ffi , mfttt^Cft L , ISM&v ^ * v * A ± T*|£'Jg L £ o $.J± 

rmmk, ^mmnm^^^v^yy^-x^mix, mmit^a 9mg 

15 (0.1 4mmol) fffc. 

1 H — NMR S (CD 3 OD) 8.65(lH.dd, J=4.6Hz,1.7Hz) , 7. 77(1H, dd, J= 

7.9Hz,1.7Hz) , 7.49(lH,dd,J=7.9Hz,7.9Hz) , 6.95~7.35(7H,m), 4.65-4.78( 
2H,m), 3.87(3H,s), 2.95-3. 10(2H,m), 2.52-2.68(2H,m), 2.37(6H,s), 2.00- 
2.15(2H,m), 1.15(12H,d,J=6.6Hz) 

20 %mm6s 

N- [1 - (3-75 )VX-)),-?u\£)l) -4- (3-n + v7x- 
^) -1, 2-ytKn-2-t*V-l, 8-7-7^'J v>-3--f JW] - 
N* - (2. 6-^77o^7x^) *\s7<D&l& 
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5 




(CH 2 ) 3 CONH 2 



N— C 1 — (3 -v7/7 , Dkf;u) -4 - (3 -> h*v7i-;U) -1,2 
-vtFo-2-t^V-l, 8-t7f'Jv>-3-^^) -N' - (2, 6 
->'iV7'D^7x-;i/) 7 1^7 1 0 0mg(0. 1 9mmol) ^^^y-;P7-fc 
10 h>3ml«tc, 1 0%^»+ HJ ->A*#«lml, 3 0 %i£$tfbfc|? 1 ml SrjD 

v ^ A±rg^ L fc. *ET*»tt, OTffl^l ^D7^7 
7^tffiSU, &flftg-tt* 9 6mg (0. 1 7mmol) *§fc 0 
1 H — NMR <J (DMSO-d 6 ) 8.52-8.68(lH,m), 7. 68-7.85(2H.m), 7.55 

15 -7.68(lH,m), 6. 60-7. 50(10H,m) , 4.40-4. 65 (2H.m), 3.77(3H,s), 2.80- 
3.00(2H.m), 2.10-2.30(2H.ra), 1.80-2. 07 (2H,m), 1. 03(brs. 12H) 

nmme 9 

N- [1- (3->7/7Df;V) -4- 13- + 
7i-/U| -1, 2->'tKD-2-*^v-l, 8-t7^';->'>-3--f 
20 /u] -N* - (2, 6-vMV7*n^7x-;v) 9U7^JS 
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5 




(CH 2 ) 3 CN 



IlifcflU 1 tmm^ir, N- [1 - (3->7yynt» -4- 
Kn^>7i-;V) -l, 2-vk Kn-2-**v-l, 8-t7f'Jv>- 
10 3 — f ^] -N' - (2, V7 p nf;V7x-;i/) 71^7^2-1:3^1/ 

m p 15 1-15 4^ 

flifcfll 7 0 

N— C 1 — (2-f;vJMfM -4- (3-> ^-/7x^) -1.2 
15 ->'tKn-2-^V-l, 8-t7f'Jy>-3-^^) -N* - (2, 6 
-vM 7 7"Dt:>7x-;v) 7 1^7©^ 



20 

a"" 

8i:|5jatcLT, N— [4- (3-* h*->7*-JU) -l, 2-v 
25 Kn-2-**v-l, 8-t7f'Jv/-3-^v) — N' - (2, 6-v 

4 V7°of;U7x-;u) 7l/7i 2-en'Jj^D7^ b'i^&^flIHt:£% 
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1H-NMR5 (CD 3 OD) 8.50(lH.dd.JM.6Hz. 1.7Hz) , 8.44(lH,m), 7.72 

~7.83(2H,m), 7.52(lH,dd, J=8. 3Hz. 7. 9Hz) , 7.00~7.38(9H.m), 6.02(2H.s). 
3.89(3H.s), 2.90-3. 13 (2H,m), 1. 12(12H,brs) 
%MW 7 1 

N- ( 1 - (3-tT^V : J;-?u\£}V) - a- (3-^ + v7x;;W - 
1, 2-vt Kn-2-**7- 1. 8-t7f 'Jv>-3-^l'] -N' - 
(2, 6-vM vynt:;U7i-;v) 71^7<7)£-J& 



N- (3 -^nn^nki^) tf^'J v >J^^4 2 2mg (2 . 1 3mmol) O 
DMF3 OmlMK, Jlftt h U -7 A 3 3 Omg (3 . 2 Ommol) £2JD;i. #J 1 2 
0TX.TlOTm#&, &2 Ot^iPL/Co N- C4- (3-^*v7x- 
)V) -1, 2-ytKD-2-t*V-l, 8--f v>- 3 -'f ^) - 
N' - (2, 77 p nejU7x~;u) 71^7 1 0 Omg (0. 2 1mmol)> 

7 A 1 4 7mg ( 1 . 0 6mmol) , 3 7ft* 'J 7A 3 5mg (0. 2 lmmol 
) ^M^5 0t{:T3NFFWLfcc Aft* h 'J -7^6 6 Omg (6. 4 
Ommol) fcdiJnU ^8 01CCT4. 5B#P B ^#m. G&l&lZ&itZo 

MIl^D7F^77^-tMLT, 7 7mg (0. 1 

2mmol) #/Co 
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! H -NMR S (CD 3 OD) 8. 63(lH.dd. J=4. 6H2, 1. 7Hz) , 7. 76(lH,dd, J= 

7.9Hz.l.7Hz) , 7.49(lH.dd,J=8.3Hz,7.9Hz) , 6.95-7.30(7H,m), 4.71(2H,t, 
J=7.3Hz), 3.87(3H.s), 2. 95-3. 12(2H,ro), 2.40-2.80(6H,ra), 2.00-2.20(2H. 
m), 1.40-1.80(6H,m), 0. 95-1. 30(12H, t, J=5. 9Hz) 

5 %mm 7 2 

N- [1- (3-yxf;v'7^yof;>) -4- (3-^+v7x-)b) 
-1, 2-vfc Kn-2-**7- 1, 8-t7f 1 Jv>-3-'f^) -N' - 
(2, 6 -->W V7 8 ntf;i/7^-;w) -)U70^ 



10 




(CH 2 ) 3 N(CH 2 CH 3 ) 2 



15 W7 UlsliCLt, N— (4- (3-n+v7x^) -1, 2-v 

fcKn-2-**V-l, 8--f 7^'J v>-3--f flO -N' - (2, 6-v 

l H-NMR* (CD 3 OD) 8.64(lH,dd, J=4.6Hz, 1.7Hz) , 7.76(lH.dd.J- 

20 7.9Hz,1.7Hz) . 7.50(lH.dd,J=8.3Hz.8.3Hz) , 6.93-7. 33 (7H.m). 4.71(2H.t. 
J=7.3Hz), 3.88(3H.s), 2. 95-3. 10(2H,m), 2.85-2.93(2H.m), 2.80(4H,q.J= 
7.3Hz), 2.00-2.20(2H,m), 1. 00-1. 30(18H.m) 

%mm 7 3 

N- (1-7^^-4- 13- (3-yxfjl/7 5y7 , o*'*-» 7x-JH 
25 -1, 2-vfc Kn-2-**7-l, 8-^7^'J v>-3 --f ^] -N' - 
(2, 6-'>W V7*nkT;i/7x-;u) 7 bro-g-jS 
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(CH 3 CH 2 ) 2 N(CH 2 ) 3 0 




(CH 2 )3CH 3 



AO -1, 2->'tKn-2-t4v-l, 8-t7fVyV-3-'f;V) - 
N' - ( 2, 6 -V4 V~fu kf;U7x-;l>) ^U7i3-v'xf;v75yyoe 

tttttt 'H-NMR 8 (DMSO-d 6 ) 9.90(lH,brs), 8.50 -8. 70(lH,m), 
7.80(lH,brs), 7.50-7.65(lH,m), 7.35-7.45(lH,m), 6. 72-7. 30(7H.m). 4.40 
-4.62(2H.m), 3.92-4. 18(2H.m), 2. 70-3. 22(8H,m), 2.00-2.21(2H,m), 1.56 
-1.83(2H,m), 1.30-1. 50(2H,m), 0.60-1. 30 (21H,m) 

N- (1-7*^-4- [3- 12- (1-fU'Jy'-^) ih^>| 7x- 
-1, 2-vk:Kn-2-t^y-i, 8 — f7f-'J >>- 3 --f/U] - 
N' - (2, 6-v7 7^Dk>7i-f) 71/7^^ 



(CH 2 ) 3 CH 3 

Hifc#i4 1 £«&;LT, N- Cl -Tf-;U-4- (3-t: Ko^->7x^ 
^) -1, 2-yt Ko-2 -*47- 1, 8--f 7f-'J •>*>- 3 - -f /U) - 
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N* - (2. 6 -vW vynkT;i/7x-;u) -)i/7i:2- ( 1 - tfn «; 

&tttt 1 H — NMR S (DMSO-d 6 ) 8.55-8.65(lH,m), 7. 75-7. 90(1H, 

m), 7.55-7.65(lH,m), 7.35-7.48(lH,m), 6. 85-7. 20(8H,m), 4.43-4. 60(2H, 
5 m), 4.25-4.30(2H,m), 3.40-3. 65 (4H.m), 2. 75-3. 15(4H.m), 1.56-2. 10(6H, 
m), 1.25-1. 53 (2H.m), 0.80'-1.20(15H,m) 

%mm 1 5 

N- [ 1 -7^JU- 4 - 13- (2-kf^'J vVx^y) 7x-iH -1, 
2-yt.Kn-2-t^7-l, 8 7f- V v > - 3 - -f ;i0 -N' - (2, 
10 6 - V7*n tf;u7x-;v) 7U70£-j£ 



15 




XttflK 1 tWMtKLT, N- [l-7f-;W-4- (3-tKD*->7i- 
-1, 2-vtKo-2-t^V-l, 8 --f 7f J •>*>- 3 ->f;u) - 
N* - (2, 6 -V4 V7°ntf;i/7x-;u) 7 1/7 £ 2 - tf-*'J vVxfj^ n 
20 ? -f K«Bftft* l&Hlk£!to * L fc. 

mp 1 5 4 - 1 5 6 r 

H» 7 6 

N- (1- (3-ter t -7* h * A>#cilU7 5 J 7*D -4- (3 
->h#>7x^) -1, 2 -v t Kd- 2 -t^V- 1 , 8-t7f'J->'> 
25 - 3 -4 ;u) -N' - (2, 6 - v -f 77*n e*7x-;b) 7l^7<a£-j£ 



J 
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5 




(CH 2 ) 3 NHCOOC(CH3)3 



fumssbmrnzLXs n- C4- (3-^*v7x^) - 1 , i-v 

tKD-2-^V-l, 8-t7f'Jv>-3-'f;Vj -N* - (2, 6-v 
•< vy.n feT;U7i-^) * U7 £ 3 - t e r t -? h * v A ;u**-;i/7 < / -fu 

1H-NMR5 (CD 3 OD) 8.64(lH,dd,J=5.0Hz.l.7Hz) , 7.77(lH.dd,J= 

8.3Hz,1.7Hz) , 7.49(lH,dd,J=8.3Hz,7.6Hz) , 6. 95— 7. 35(7H, m) , 4.74(2H.t. 
J=6.9Hz), 3.87(3H,s), 3.20(2H, t, J=6. 6Hz), 2.95-3. 10 (2H,m), 1.90~2.10( 
2H,m), 1.49(9H,s), 1. 15(12H.brd, J=6. 3) 

15 %mmn 

N— [1— |3— 3?V-;i>- 1 )V) 7°ne;v| -4- (3-p< 
•>7i-JV) - l, 2-ykKD-2-t*V-l, 8 -t7f'J v>- 3 -'f 
*0 -N' - (2, 6 -vM 7 7 , ai:>7i-)V) 7U7©M 



MeO. 


0 v 


o 

N 


1 H H / 

-VyvS 

v A- o A ^ 

hT^O 




(CH 2 ) 3 



25 

HSS#I5 8i:P)^(:LT, N— (4- (3-> Kv7x-/H - 1, 2-v 
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kKo-2-t*V-l, v>-3 fr) -N' - (2, 6->* 

ffiBBfi 'H-NMR 5 (DMSO-d 6 ) 9.20(lH,brs), 8. 57 (1H, dd, J= 

5 4.6Hz.l.3Hz) , 7. 55-8. 00(6H, m) , 7.37-7.48(lH,m), 7.22-7.32(lH,m), 7.11 
-7.18(lH,m), 6.98~7.09(3H,m), 6.86-6.94(2H,m), 4.47-4. 62 (2H.m), 4.20 
-4.40(2H,m), 3.38(3H.s), 2.84 - 2.98(2H,m), 2. 25-2.40(2H,m), 1.02(12H, 
d,J=5.9Hz) 

%mm i 8 

10 N- [ 1 -7^;u-4 - 13- (2 -*;u*>; J x h 7x;;H -l, 

2-vfc Kn-2-**V- 1, 8-^7?-'; v>- 3 -4 AO -N' - (2, 




1 tPISKL-C, N- [1 -7^;i/-4- (3-fc Kn4v7xx 
20 ;u) -1, 2-vfc Kn-2-**V- 1, 8-^-7^'J •✓>- 3-^*3 - 
N* - (2, 6 -v-f V/D t*;W7xx;i/) -)U7t2-WJ/if^^D 
9 4 MUM** b «r £i£ L fc e 

J H-NMR <J (CD 3 OD) 8.64(lH,d, J=4.6Hz. 1.7Hz), 7. 75(lH,d. J=7. 9Hz. 

1.7Hz), 7.48(lH,dd,J=8.2Hz,7.9Hz) , 6.95-7.20(7H,m), 4.60-4.70(2H,m), 
25 4.21(2H.t,J=5.6Hz), 3.65-3.80(4H,m), 2.94-3. 10(2H.m), 2.85(2H.t,J= 

5.6Hz), 2.52-2.70(4H.m), 1. 70-1. 93(2H,m), 1.43-1.65(2H.m), 1.14(12H. 
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d.J=6.6Hz) , 1.06(3H,t,J=7.3Hz) 

3-757-4- (2 -^D7x^) -1, 7-t7f 'Jy>^ 



5 




(a) 2-b Knifv-N- (c- (3-75 /-4-fc*'; v;u) -2-? 
10 DD^>v'iJf>) xf^7;>0^ 

3-7</-4- (2-^DD^>/^jl/) t^D v>5.65g (2 4mmol) > 2 
-^f;V^^V'-;Hti4. 7g (4 0mmol) Xlfi* ^ ->U7 < >12.2g 
(2 0 Ommol) Ofk&toimi 3 0^ 5 l$|IM&i§»Lfco Jfe&&*£flDx. 

m&uzmgk*imLtzo ftSif^tsesiT, «s^»*6.28g (2 2 

15 mniol) ^ffegfiiUftt, 
mp 1 7 5- 1 7 8t; ' 

! H-NMR S (DMSO-d 6 ) 8.18 ( 1 H, s) , 7.47-7.65 (6H, 

m) , 7.24-7.27 (1H, m) , 6.32 (1H, d, J =5. 3 Hz) % 4.73 (1 
H, t, J =5. 6 Hz, D 2 0&mH9z) > 3.62-3.68 (2 H, m) , 3.17-3.30 

20 (2H, m) 

IR (KB r ) 3387, 1614, 1434, 1308, 1239. 1055cm-i 

(b) 2, 2-v'xKy-N- («- (3-7 5/ -4-ey-») -2 

2-kKo^fv-N- [a- (3-7<;-4-k' , Jv^) -2-)nn^> 
25 v l Jf>] xf-;U7< >6.28g (2 2mmol) , 7 5 / 7-fc h 7 ;Uffc Fv'xf^ 
7-fe^-JU 1 0 g (75.1mnol) £»&3ml0.x? y -;u 1 5 0ml?§?££3 0B# 
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7-f- (y'^^K ^;-f:?nnmi :9) x-mmix, WMit& 

«4.27 g (li.gnmoi) ^ffeiftarufc. 

5 mp 9 4 - 9 5t: 

1H-NMR.5 (CDC 1 3 ) 8.18 (1 H, s) , 7.74 (1 H, d, J =5.28 

) , 7.35-7.51 (3H, m) , 7.07-7.13 (1H, m) , 6.64 (2H, 
b r s) , 6.50 (1 H, d, J =5. 0 H z ) % 4.88 ( 1 H, dd, J =5. 9 
Hz, 5.3Hz) , 3.33-3.76 (6 H, m) , 1.21 (3H, t, J =7. 0 
10 Hz) % 1.20 (3H, t, J=7. 3Hz) 

IR (KB r ) 3393, 2978, 1608, 1594, 1429, 1236cm-i 
(c) 3-75 7-4- (2-^nn7x-;i') - 1, 7 -^7f-'; v>0 

2, 2-vXhdriz-N- [a - (3-75 y-4-e<; v>) -2-70D 
15 ^>vUf*>) xf;V7 5 >4.00g (11.17 mmol) £ 1 0 %m.itim/^-^ J ~ 

^;-*:^dd*W1 : 19) X~mWllxm&it&%d*0.99g (3.87mmol 
20 ) ifelftat^:, 

*H-NMRS (CDC 1 3 ) 8.30 (1 H, s) . 7.86 (1 H, d d, J =5. 3 

Hz, 0. 7 H z) , 7.27-7.50 ( 5 H, m) , 6.95 ( 1 H, d, J =5. 3 
H z) , 6.28 (2H, b r) 

2 . 

25 4 - (2 -7007x-;U) -1, 2-vtKD-l-^fJl'-2-t+V- 

1, 8-t7f'Jv>-3-*^'>i^ 
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i 



Me 

(a) xf;i, 4- (2-?do7i-;P) -1, 2 - yt: Kn- 2 
V - 1 , 8-t7f'Jv>-3-* fl/*** -> h 

2 -.75/- 3- (2 nn^>y^;u) e'Jv>3.91g (16.8mmol) , v 
10 xfjVvn^- h4.04g (25.2mmol) StftT 'J v >0.33g (4. 2mmol) Ol^ft 
£&1 7 0rtT5^W»nH!fcLfco ttfcft, TO Lfcf&flfcx* / -Ji^fllgfl 
LT, «Sft£!»fc4.73g (14.4mmol) fcfeftJRfc LT&fco 
mp 2 1 8 - 2 2 1 *C 

1H-NMR 5 (CDC 1 3 ) 11.53 (1H, b r s ) » 8.76 ( 1 H, d d, J 

15 =5. 0Hz, 1.32Hz ) , 7.26-7.57 (5H, m) , 7.17 (1H, dd, J =7. 
9 Hz, 5. OH z) > 4.04-4.17 ( 2 H, m) , 0. 97 ( 3 H, t, J =7. 0 
H z) 

IR (KB r ) 1739, 1667, 1613, 1568, 1466, 1425, 1375cm-i 

(b) x^;u l->f;i,-4- (2-7DD7x-^) -1, 2-y'feK 
20 n-2-**v-l, 8-t7f'Jy>-3-*mvU-h^t 

x^;i/ 4- (2-7nn7x^) -l, 2-ytKo-2-t+V-l, 
8-t7f-'J y>-3-*;^-/V- M.50 (13.7mmol) <^N, N-y'^f^ 
*;i^7 5 K5 Oi&mmzfrmikt b 'J (6 0%rfitl) 5 4 7mg (13.7mg) 
fcSffiKTtD*, 0. 5B#ra*#Lfc 0 3-)j^fH9g (13.7mmol) £0"C~ 
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*§L-CtIIIft:£«4.60g (13.4mmol) fifi^f h C t £ < *£fDU{* L£ 0 
1H-NMR5 (CDC I 3 ) 8.65 (1 H, d d , J =4. 6 H z , 1. 7 H z ) , 

7.29-7.56 (5H, m) , 7.10-7.15 (1H, m) , 4.07-4.13 (2H, m) , 
3.92 (3H, s) , 0.98 (3H, t, J=7.0Hz) 
5 (c) l-^/u-4- (2-^dd7x-;u) -l, 2-vtKn-2- 

1 , 8 - t7f J v> - 3 - 
1 -/-1-)l>- 4 - (2-^DD7i-^) -1, 2-vbKn-2- 
**V-1, 8-t7f 'Jv>-3-*myl/- h4. 6 g (13.4mmol) 
^y-;k2 OmlMUM^fb-f h 'J 7A2. 1 g (52.5mmol) ^SDx.0. 5 B#H;&n& 
10 jfsfi Lfc 0 2 N&a&kfcftT p H 4 t 4 U ftRxf^fftfll t 

7L'IS B B B 5r^x^;L,-eS^ B B a L-C, «S^»Sr3.52g (11. 2mmol) Mil A -2: 

mp 1 7 8 - 1 8 0*C 
15 1 H — NMR S (CDC 1 3 ) 8.80 (1 H, dd, J=i6Hz, 2.0Hz) , 

7.39-7.57 (4 H, m) , 7.24-7.29 ( 1 H, dd, ]=7.9Hz, 4.6 
Hz) , 7.11 (1 H, dd, J =7. 9 Hz, 2. OH z) , 4.07 (3H, s) 

IR (KBr) 1747, 1612, 1576, 1472, 1446, 1342cm-i 
##tf!l3 

20 l->f;i/-4- (2-^od7x^) - l, 2-->"fc Kn-2-**7- 

1, 7 - 1 7f 'J v' > - 3 - * ;i"f>KO^t 
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5 



N 




N 



f 0 



C0 2 H 



Me 



tmm^ix£&itzo 

m p 2 5 0 1C JBLfc 

! H — NMR 5 (DMSO-d 6 ) 9.08 (1H, s) , 8.41 ( 1 H, d, J =5. 

10 3H z) > 7.50-7.69 (3H, m) , 7.40 (1 H, d d, J =7. 3H z, 1. 7 
Hz) , 6.86 (1H, d, J=5.3Hz) , 3.82 (3H, s) 

IR (KB r ) 1722, 1657, 1434, 1295, 1251cm-i 
##004 

l-^-f-;l/-4- (3 -* f4rv7x-^) -1, 2-vtKn-2-t^rV 
15 -1, 8 -i- v>- 3 -a/M^BMvfrjfi 



##£U 2 i: HWc L T ^ L fc» 
mp 1 9 6 - 1 9 7 *C 

^-NMR $ (CDC 1 3 ) 8.77 ( 1 H, dd, J=4.6Hz, 2.0Hz) , 

25 7.66 ( 1 H, d d, J =8. 3 , 2. OH z) , 7.44 (1 H, t, J =8. 3 H z ) , 
7.22-7.25 (1H, m) , 7.01-7,05 (1H, m) , 6.70-6.78 (2 H, m) , 



MeO. 




20 



Me 
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4.04 (3H, s) , 3.83 (3H. s) 

IR (KB r ) 1734, 1624. 1604, 1573, 1462, 1249cm-i 
###0 5 

4- (3-n^v7x-W -1, 2 -v t Kn- 2 1 , 8-t 
5 7^ 'J ->'>-3 - a ;u 

##£!) 2 i: R*£ t T£j£L fc. 

1H-NMR5 (CDC 1 3 ) 8.84(lH,d,J=3.0Hz), 7. 69(1H, d, J=8. 2Hz), 

7.46(lH.dd,J=7.9Hz,7.9Hz) , 7.28-7. 33(lH,m), 7.05(lH,dd, J=8. 3Hz, 1. 7Hz) 
, 6.73~6.80(2H,m), 3.84(3H,s) 
10 6 

1 -7^- 4 - (3 F + v7x;;l/) -1, 2-ytKD-2-t4rV 
-1, 8-f 7^<J v>-3-a^**>^£J& 
2 i: L L fc. 
1H-NMR5 (CDC 1 3 ) 8.76(lH,dd, J=4.6Hz. 2.0Hz) , 7. 65(1H, dd, J= 

15 7.9Hz,2.0Hz) , 7.43(lH,dd, J=7. 9Hz, 7. 9Hz) , 7.22(lH,dd, J=7.9Hz,4.6Hz) , 
7.02(lH.dd,J=7.6Hz,1.6Hz) , 6. 70-6. 78(2H,m), 4.68~4.74(2H.m), 3.82(3H, 
s), 1.77-1.88(2H,m), 1.45-1.59(2H,m), 1. 03(3H, t, J=7..3Hz) 
###)7 

1- -4- (3-^ h^rv7x-;U) -1, 2-vt 

20 Kn-2-**7-l, 8--f7^'J v>- 3 -#^**>I&<7>£i£ 
###12 tTOlztT^LTto 

1H-NMR^ (CDC 1 3 ) 8.76(lH,dd,J=4.6Hz,2.0Hz) . 7.65(lH,dd, J= 

7.9Hz,2.0Hz) , 7.43(lH,dd.J=7.9Hz,7.9Hz) . 7. 23(lH.dd. J=8. 3Hz.4.6Hz) , 
7.03(lH,dd,J=7.9Hz,2.6Hz) , 6.71-6.79(2H.m), 4.99(2H. t, J=6.0Hz). 3.88( 
25 2H,t.J=6.0Hz), 3.83(3H.s), 3.42(3H,s) 
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##flJ8 

1 -4 vyntf;W-4 - (3 -> h * v7x-;U) -1, 2->'tKo-2- 

##m £ PTOC L L /Jo 
5 1H-NMR5 (CDC 1 3 ) 8.73(lH.dd, J=4.6Hz. 1.0Hz) , 7. 64(lH,dd. J= 

7.9Hz,2.0Hz) , 7.43(lH,dd,}=7.9Hz.7.9Hz) , 7.21(lH,dd, J=7.9Hz) , 6.99- 
7.04(lH,m), 6.70~6.78(2H,m), 6. 27 (lH.br) , 3.82(3H,s), 1. 73(6H.d, J= 
6.9Hz) 

mm 

10 l-^;u-4- (4-n^v7i-*) -1, 2-yt:Ka-2-t4r7 

-1, 8-t7f'Jy>-3-*^*'>i^ 
###J2 tftWUZLX&l&LtZo 

1 H — NMR 8 (CDC 1 3 ) 8.76(lH,dd, J=4.6Hz, 1.7Hz) , 7.25(lH,dd, J= 

7.9Hz,4.6Hz) , 7. ll(2H,d, J=8Hz), 7.05(2H.d, J=8. 3Hz), 4.04(3H,s), 3.89( 
15 3H, s) 

mm 1 0 

1- (3-v7/-ynfc» -4- (4-n*v7xiJV) -1, 2-/t 
Kn - 2 - V - 1 , 8-t7f'Jv>-3-*^' i'BW)** 

20 1H-NMR.J (CDC 1 3 ) 8. 76(1H, dd, J=4. 6Hz. 2. 0Hz) , 7. 69 (1H, dd. J= 

7.9Hz,2.0Hz) , 7.44(lH,dd,J=7.9Hz.7.9Hz) , 7.25~7.29(lH,m), 7.03(lH.d, 
J=7.9Hz), 6.76(lH.d,J=7.9Hz), 6.71 (lH.s), 4.86(2H, t, J=6.9Hz). 3.83(3H,s) 
, 2.56(2H.t,J=6.9Hz), 2.29(2H,m) 
1 1 

25 l-^f;i/-4 - (2->h*'>7x-;l/) -1, 2 -v'fc Kn- 2 -**v 
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-1, 8 -*7f-'J->*>- 3 

l H — NMR 5 (CDC 1 3 ) 8.75(lH,dd.J=4.6Hz,2.0Hz) . 7.63(lH.dd, J= 

8.3Hz,2.0Hz) , 7.44~7.51(lH,m), 7.23(lH.dd, J=7.9Hz.4.6Hz) , 6.98-7. 13( 
3H,m), 4.04(3H,s). 1.70(3H,s) 

mm 12 

1 -s<> + )i-4- (3-n^v7x^) -1, 2-y'HKn-2-t* 
V-l, 8-t7f'Jv>-3-* )V^>U.<D^m 

1H-NMR5 (CDC 1 3 ) 8.76(lH,dd,J=4.6Hz,1.7Hz) , 7. 64(lH,dd. J- 

8.3Hz.l.7Hz) , 7.42(lH,ddJ=7.9Hz.7.9Hz) , 7.22(lH,dd, J=8. 3Hz, 4. 6Hz) , 
7.02(lH,dd,J=7.9Hz,2.3Hz) , 6. 73(lH,d. J=7.9Hz), 6.71(lH,s), 4.70(2H,t,J= 
7.6Hz), 1.84 (2H.br) , 1.46 (4H.br) , 0. 95 (3H. t. J=6. 9Hz) 
1 3 

1- (3 ->f-;U7*^;i/) -4- (3 -> h*->7*-/U) -1, 2-ytK 
n-2-**V - 1, 8-t7f'Jv;>-3-*^>^^ 

1H-NMR5 (CDC 1 3 ) 8.76(lH.dd,J=4.6Hz,2.0Hz) . 7. 64 (1H. dd. J= 

8.3Hz.2.0Hz) , 7.42(lH.dd,J=7.9Hz.7.9Hz) , 7.22(lH,dd, J=8. 3Hz, 4. 6Hz) , 
7.02(lH.dd.J=8.3Hz.2.0Hz) , 6. 76(lH.d, J=7.6Hz). 6. 71 (1H. d. J=2.0Hz), 
4.73(2H.t.J=7.9Hz), 3.82(3H.s). 1.67-1. 84 (3H.m), 1.06(6H,d,J-6.6Hz) 
1 4 

l-7*f-^-4- (2-tf'J v^U) -1. 2->'KKD-2-**V-l, 8 

mm2 bmzix&i&itzo 
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1H-NMR5 (CDC 1 3 ) 8.80(lH.dd. J=4.6Hz, 2.0Hz) , 8. 76(lH.dd. J= 
4.6Hz,2.0Hz) , 8.45(lH,d,J=1.3Hz), 7.55-7. 59 (2H,m), 7.45-7. 50(lH,m), 
7.26(lH.dd,J=7.9Hz.4.6Hz) , 4. 73(2H, t. J=7. 6Hz) , 1.78-1.89(2H,m). 1.46- 
1.59(2H.m), 1.07(3H,t,J=7.3Hz) 
1 5 

1- (3-^>y';^ + v'7 , nk» -4- (3-n^r->7x^) -1, 
2-vk Kn-2-t+v- 1, 8 --*-7f-'J v >- 3 

! H-NMR 5 (CDC 1 3 ) 8.74(lH,dd,J=4.6Hz,1.7Hz) , 7.62(lH,dd, J. 

7.9Hz,1.7Hz) , 7.43(lH,dd,J=7.9Hz,7.9Hz) , 7.20-7.37(5H,m), 7.21(lH.dd. 
J=7.9Hz.4.6Hz) , 7.02(lH,dd, J=7. 9Hz, 2. 6Hz) , 6.60-6. 75 (2H,m), 4.87(2H. 
t,J=7.3Hz), 4.51(2H.s), 3.82(3H,s), 3. 69(2H, t, J=5. 9Hz), 2. 19(2H,dd, J= 
7.3Hz,5.9Hz) 

*?tw<Di-7Tv s J>mm#-t tz\t%<nmftmi±*7*t*?%tmi omul*:* 

° a RU\ 77 M£KfiS*v^n77-vUi5v»TACATig14*SI*UBft#-r 
£0 fct, jflltl&KI&TffJi: LTO^if,^ !MRflMfc**iSfls **v>a» 

»wk»:»iit**«jft, mx.it. ii@s> JKiiiLtfe, -atsjBasifil, »k 

*«Wfc#»OACATE#SttOPFflittJttTO*ffi-CfE»$*i4. 

1 . •> -9- X *) MS L £*In a D \z a »t 4 A C A T PlSrS&OfiJ je 

gNt«ACATIi» (J. Lipid. Research, 30, 681-690, 1989) CRJR 
«t:^ot, 1 a fiK 1 %3^fD-*t^U-i->'-7> KS 
***OffRJ:0»KLfc. AC ATrTOi, (J- Lipid. Research, 24, 
1127-1134, 1983) CfctfftKffioT, &*HStt#«) C 1 — 14 
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*1 







ACATII* (%) 


(Hi 


&#lNo. ) 


1 0- 6 M 




4 


8 7 




6 


8 2 



5. 7 7liirtft*Y^n7 T-v*tc^tt4AC ATMSitoajje 

M»KrtS*v^n7T-2;ttjdR (Biochimica et Biophysica Acta. 
1126, 73-80, 1992) £E*<&£fc£ftoTMaLfco ACATjSttli, ±E*lR 
(Biochimica et Biophysica Acta, 1126, 73-80, 1992) KE*S tL7t^SfCip C 
fcJSKttoT, i&ftffittfltO [9, 10-H] *V4>WLb%m. (Biochimica 
et Biophysica Acta, 1213, . 127-134, 1994) Kffift^&KaoTfflftfiLfc'J 



^2 




AC ATM* (%) 


| (H»JNo. ) 


1 0-6M 


4 


8 8 


7 


9 4 
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II * <r> n H 

1 . Hft* ( 1 ) 



Y 



5 




Z-B 



(1) 




15 ^7J^)H^t) 




[ WJiTK^Hi 1 * fcttjfc-ORi (R 1 147**/^ Si^^*;^ 7 
;i/^-;u^ x 11^7^^--^*, 7^4-;u|fe, ifcttitlft7A'*-/uafe) Z% 
20 f] -C^Sit**, 

Zlift^, -NH-, £»K?-»liL<l4 24>7;Mrl'>« fcli-CH 
= CH-, 

Yl47)u*;i/&, fitfe7;u+;w26, y^nr^, 1|->7 07M^ 
£#&2£*fci41I»£#J£&J 
25 Bt±7;u*/i^ fi&7;u*;i^ 7 A'*-**, i^7;^-^I, v?n 
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f$Wt7f'Jv> Sligft i tz li * <OKft Wo 

2 . z n h - x-h h m*.<r>mm i tm<D t7fjv> gtg# $ £ i± *<&Kft 

3. StA« (a) > (b) Ztzli (c) 




<d \,*?ti fr~cm ztiz&x-hz m Mvmm 1 * tz i± 2 ts«co * 7 *■ y ->* > 

10 4. x*«^ 




(3*«K R2 HCti*Sr*t) 

6 . Ytf%mmm* tz\m&3?^mmr- &2>m*om® 5 e*©*7* >j ->* >» 

7. R2 *?7^^;v^, I^tjK;^, 7^y-;i/3g, s 7ti±tt»7/Hr^;u3k 

•C * S §g$0f&H 6 SB«<G t7f'Jy/ f?$# £ fc (± fwSM, 

8 . Y **ffift7 )V a *v ST*Sm 3 ftfc 7 x * * »*©IBH 7 BfW> * 
7*y v >8*#££ fcli*<0RttiD&o 

25 9. Yili?^;7x-JH-eiot 4 RflUfeJfe^-Di -E-F |D» l±, 
tt*#, R*K?\ HEIWf-i L<I±^-NR3 - (R3 li*»R?-fcL<ttft« 
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2ti<&&{fc*»fcL<li7*-U>afc«:£U Fli, 

ft»7**7 f*7< fijft7/u4r;u^;w*>7 5 7 9fr4 < 
Kg, Afo7'J-;H 1 £ 

-NR* R5 (R4 jSitfRS (iSv^SfiiLT, L < liffi^/U** 

10 fcfcttc, H+KSfcK-NR* - (R 8 liTklfJIi 1 , fitt7^4r>Hfe, 7i-* 
*> i7tli^>v;v&) fciffl, SfcliKfcK* 111 iw&fli 5 fcv>L 

7JWROIRtt7 5yaF«:SEt) , &L<li3;-C (=0) NR 4 R5 (R4 % R5 jj 

15 10. Ytf, -E-F |D» & <t tfE lift^ilB 9 t PO Dit^fE U 

Fli / — v (R» ttW*OlEH9 trai:*i*«r*i-) I -C^^ii* 



— N N-R 8 

\_y 

S-Cillft $ titz 7 x h ffi^OiEH 9 lE^O t7f'J 7 > R«flc * It 

20 ftmrnso 

12. F*»*»J6, ^fDT'J-^i, *>L<li:£-NR 4 R 5 (R^i^RS 
li»*0|6H9fcHi:#*l:*1-) -C^$ii*aE-e**l!*0|EH 1 lEflOt 
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